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Re: Docket No.: 99P-5215CP

Dear Madam or Sir:

Enclosed please find a copy of a letter that we have submitted in the docket for a Petition
recently filed by Faulding Pharmaceutical Co. (“Faulding”) (Docket No. 99P-2252CPI), which
concerns FDA’s enforcement of the Pediatric Rule, challenged in our Citizen Petition (Docket
No. 99P-5215CP). Because Faulding’s Petition presents in a very stark way certain of the
problems with enforcing the Pediatric Rule that we predicted would occur, we have requested
that FDA consolidate Faulding’s Petition with our Petition as FDA reconsiders the Pediatric
Rule. We believe that careful reevaluation of the Pediatric Rule in light of the two Petitions will
demonstrate that (1) the Rule was an ill-conceived and legally impermissible set of regulations
that is already beginning to cause the collateral problems about which we warned in our Citizen
Petition, and (2) for the reasons stated in the two Petitions, it should therefore be revoked.
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Dear Madam or Sir:

The undersigned has become aware that Faulding Pharmaceutical Co. (“Faulding™) is
seeking relief from the application of the Pediatric Rule to its suitability petition for a new
dosage form of Pamidromate Disodium Injection. As stated in our Citizen Petition requesting
that the Commissioner revoke the Pediatric Rule, we believe that any application of that rule
e which restricts the choices available to consumers is unlawful and inappropriate. See Dec. 2,
1999 letter from Daniel Troy to FDA (Docket No. 99P-5215CP) (Exh. 1 hereto). We understand
why established principles of administrative law require FDA to apply the Pediatric Rule to
Faulding — and indeed to all ANDA applicants — but we find the consequences of that
administrative consistency unacceptable. For that reason, and because Faulding’s request
highlights a problem anticipated in our Petition, we respectfully urge FDA to consolidate
Faulding’s Petition (Docket No. 99P-2252CPI) and our Petition (Docket No. 99P-5215CP). We
believe that a consolidated review of the two Petitions will establish that FDA cannot implement
the Pediatric Rule without either (1) thwarting other key aspects of the drug approval process by
enforcing the Rule consistently, or (2) acting in an arbitrary and capricious manner with respect
to the products for which FDA requires pediatric testing. Because either of these results is
unsustainable, FDA should revoke the Pediatric Rule for the reasons stated in our Petition.

Faulding’s complaint concerns FDA’s refusal to approve its suitability petition for
Pamidronate Disodium, which it intends to market pursuant to the Abbreviated New Drug
Application (“ANDA”) process based on the reference listed pioneer drug Aredia, manufactured
by Novartis Pharmaceuticals Corporation. Specifically, FDA has required Faulding to test its
proposed drug for safety and effectiveness in pediatric populations — even though

1) the pioneer drug upon which the application is based 1s not labeled for use
in pediatric populations; and

(2) the only change between the pioneer drug and Faulding’s generic version
was a slight variation in. dosage forms that Faulding claims has no effect
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on the product’s safety or effectiveness in pediatric populations vis-a-vis
the pioneer product.'

See Oct. 22, 1999 letter from Douglas L. Sporn to Kala Patel (Docket No. 99P-2252CPI).
Faulding urges FDA not to apply the Pediatric Rule to suitability petitions, which, like
Faulding’s Petition, are routinely filed for changes in dosage form that may have nothing to do
with a product’s relative safety and effectiveness in pediatric populations. See Nov. 16, 1999
letter from Heike Maaser to Douglas L. Sporn, at 1-2 (Docket No. 99P-2252CPI); Oct. 7, 1999
letter from Robert A. Dormer to Janet Woodcock, at 6 (Docket No. 99P-2252CPI).

The erroneous “intended use” theory underlying FDA’s new Pediatric Rule compels
FDA’s refusal to approve Faulding’s suitability petition so that FDA can avoid acting in an
arbitrary or capricious manner. In contrast to its historical regulation of only those uses of a drug
that the manufacturer claims in the product’s labeling, FDA has taken the position in
promulgating the Pediatric Rule that it also may regulate merely foreseeable uses — pediatric uses
in particular — of a product.” Because Faulding seeks approval of a product that, like Aredia
itself, apparently treats conditions that occur in pediatric populations, FDA has disabled itself
from exempting Faulding from FDA’s regulation of these foreseeable, but unclaimed, uses of its
product.

As a matter of administrative law, to maintain consistent application of the Pediatric
Rule, FDA’s regulations must go even further. FDA also would be legally required to refuse to
approve ANDAs for identical generic copies (i.¢., pharmaceutical equivalents) of Aredia.’

: Although Aredia is marketed in powder form and must be reconstituted into a

solution prior to injection, Pamidronate Disodium will be sold in a ready-to-use injectable
solutton. See Oct. 7, 1999 letter from Robert A. Dormer to Janet Woodcock, at 2 (Docket No.
99P-2252CPI).

2 See Regulations Requiring Manufacturers To Assess the Safety and Effectiveness

of New Drugs and Biological Products in Pediatric Patients; Final Rule, 63 Fed. Reg. 66,632,
66,657-58 (1998) (asserting that ““[i]ntended uses’ encompass more than the uses explicitly

included in the manufacturer’s proposed labeling” but also include “actual uses of the drug of
which the manufacturer has, or should have, notice, even if those uses are not promoted by the
manufacturer”); id. at 66,645 (“Pediatric patients are a significant subpopulation, affected by
many of the same diseases as adults, and are foreseeable users of new drugs and biologics.™
(emphasis added)).

’ For that matter, FDA logically would be required to find Aredia itself, which also
has not been established to be safe and effective for use in pediatric populations, to be
misbranded. Because Aredia was approved before the effective date of the Pediatric Rule,
however, we recognize that FDA may invoke “enforcement discretion” to refuse to take action

(Continued...)




Dockets Management Branch . o 6 oy
Docket No. 99P-2252CPI Wiy, Rein & Fielding

March 1, 2000
Page 3

Because the generic copy of Aredia foreseeably could be used in pediatric populations, pediatric
use is an “intended use” of the drug that must be established to be safe and effective before the
product can be legally marketed, under FDA’s theory. Pediatric use of that product would not
have been established to be safe and effective, however, as Aredia itself, upon which the ANDA
would be based, was never established to be safe and effective for pediatric use.

FDA has placed itself in a position where approval of an ANDA based on Aredia without
pediatric testing would trigger two legal violations under FDA’s “intended use” theory. First,
FDA would be authorizing the distribution of a product that has not been established to be safe
and effective for each of its intended uses, which, in FDA’s view, include pediatric uses. See
Brief for FDA at 31, Washington Legal Found. v. Henney, 2000 WL 122099, No. 99-5304 (D.C.
Cir. Feb. 11, 2000) (asserting that “if the manufacturer has not demonstrated that the intended
use of the product is safe and effective, the manufacturer’s continued introduction of the product
into interstate commerce is unlawful” as long as the use remains an “intended use”) (Exh. 2
hereto). Second, FDA would be authorizing the illegal distribution of a “misbranded” product
because the drug’s label would not contain adequate directions for pediatric use. See Reply Brief
for FDA at 6, Washington Legal Found. v. Henney, 2000 WL 122099, No. 99-5304 (D.C. Cir.
Feb. 11, 2000) (“If the labeling does not indicate all intended uses, the product is misbranded,
and its interstate distribution is unlawful.””) (Exh. 3 hereto).* Thus, FDA, having created the
Pediatric Rule on a faulty legal and policy premise, must now enforce it across the board with
respect to new drugs, identical generic copies of approved pioneer drugs, and slight variations of
approved pioneer drugs for which a suitability petition is required.

FDA apparently recognizes the damage that a consistent application of the Pediatric Rule
may cause. FDA thus does not intend to enforce the Pediatric Rule with respect to ANDASs for
generic pharmaceutical equivalents’ although it does intend to enforce the Rule for most

(...Continued)
against Aredia under the Pediatric Rule. See Heckler v. Chaney, 470 U.S. 821, 831-32 (1985).

* See also 21 U.S.C. § 352(f) (1994) (providing that product not bearing adequate
directions for use is misbranded); 21 C.F.R. § 201.100 (1999) (defining “adequate directions for
use” for prescription drugs to mean directions sufficient to enable a medical professional to
administer the drug for each intended use); id. § 201.5 (defining “adequate directions for use” for
nonprescription drugs to mean “directions under which the layman can use a drug safely and for
the purposes for which it is intended” (emphasis added)); 21 U.S.C. § 331(a) (prohibiting
introduction into interstate commerce of misbranded product). FDA cannot excuse these actions
as acts of “enforcement discretion” because they involve mandatory decisions, not allocations of
limited enforcement resources.

’ See 63 Fed. Reg. at 66,640 (“This rule does not impose any requirements on
studies submitted in support of applications for generic copies of approved drugs that meet the
(Continued...)
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suitability petitions, as Faulding’s petition confirms. FDA’s selective enforcement of the
Pediatric Rule to generic drugs based on whether a suitability petition is required is misguided
and nonsensical. Congress intended that the only permissible ground for denying a suitability
petition is if the change itself from the pioneer drug to the generic version adversely affected the
safety or efficacy of the drug.® In most cases, the changes to a generic drug that require the filing
of a suitability petition have no effect on the product’s safety or effectiveness in pediatric
populations, as the current case may illustrate. If the only difference between Faulding’s product
and Aredia is that Faulding’s product is to be sold as a pre-made solution ready for injection,
while Aredia itself would be sold in powder form to be reconstituted into a solution prior to
injection, then the patient will receive an injection either way. There is nothing inherent in this
minor variation in dosage form that would make pediatric uses more or less risky or more or less
likely with respect to Faulding’s product, as opposed to Aredia itself. In short, FDA’s reliance
upon the filing of a suitability petition as a basis for enforcing the Pediatric Rule against
Faulding, although reaching a legally correct result, is itself arbitrary and capricious.

Indeed, it appears that the line FDA has drawn for determining whether to enforce the
Pediatric Rule is even more arbitrary and capricious than the Faulding case alone reveals. FDA
has threatened to enforce the Pediatric Rule with respect to suitability petitions for “a change in
active ingredient, dosage form, or route of administration” but has issued no such enforcement
threat for suitability petitions for a change in dosage strength. See Regulations Requiring
Manufacturers To Assess the Safety and Effectiveness of New Drugs and Biological Products in
Pediatric Patients; Final Rule, 63 Fed. Reg. 66,632, 66,640-41 (1998). In other words, FDA’s
current enforcement position is apparently

1. to enforce the Rule for New Drug Applications and suitability petitions for “a
change in active ingredient, dosage form, or route of administration,” but

2. not to enforce the Rule for ANDAs for generic pharmaceutical equivalents and -
suitability petitions for a change in dosage strength.

(...Continued)
requirements of section 505(j) of the act.”).

6 See H.R. Rep. No. 98-857, pt. 1, at 23 (1984), reprinted in 1984 U.S.C.C.A.N.
2647, 2656 (“The FDA must approve a petition to submit an ANDA for a differing generic drug
unless clinical studies are needed to show the safety and effectiveness of the change.” (empbhasis
added)) (Exh. 4 hereto); 21 U.S.C. § 355(3)(2)(A)(iii) (1994 & Supp. III 1997) (authorizing FDA
to require additional information for suitability petition respecting the route of administration,

dosage form, or strength with respect to which the [suitability] petition was filed” (emphasis

added)); Oct. 7, 1999 letter from Robert A. Dormer to Janet Woodcock, at 3 (Docket No. 99P-
2252CPI). _
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There is no reasoned basis for this distinction — according to FDA’s theory, if the proposed drug
treats a condition occurring in pediatric populations, pediatric testing legally should be required
in all of the above-listed instances. FDA’s decision to apply the Pediatric Rule selectively based
on the above-stated criteria illustrates the bankruptcy of the theory that underlies the Pediatric
Rule itself.

Our Petition argued that, in addition to the legal problems arising from the Pediatric Rule,
the Rule represents bad policy. FDA’s dilemma in the Faulding matter confirms that point.
Specifically, the Pediatric Rule will force FDA to make a Hobson’s choice between two unhappy
alternatives. First, FDA could consistently apply the Rule to all new drugs that foreseeably could
be used in pediatric populations. This approach, however, could hamper the ANDA approval
process, which was designed to promote competition by ensuring approval — without the need for
additional testing — of low-cost generic drugs that were bioequivalent to, and labeled for the same
conditions of use as, an approved pioneer drug.” Instead of this streamlined approval process.
consistent application of the Rule would hinder that process by requiring FDA to deny approval
of ANDAs based upon pioneer drugs that were not approved for pediatric use until pediatric
testing is conducted. See Dec. 2, 1999 letter from Daniel Troy to FDA, App. B, at B-16 to B-17
(Dacket No. 99P-5215CP) (Exh. 1 hereto).

Second, FDA could try to enforce the Rule against ANDA applicants selectively, based
on some other irrelevant decisional criterion such as suitability petitions, as it has apparently
decided to do. This approach, however, has placed FDA in an arbitrary and capricious position
with respect to the ANDA products and suitability petitions for which it requires no pediatric
testing.

! See 21 U.S.C. § 355G)2)(A)(1), (iv), (v), (4)(B), (F), (G); Mova Pharm. Corp. v.
Shalala, 140 F.3d 1060, 1068 (D.C. Cir. 1998) (observing that “Congress’s central goal, in
enacting the Hatch-Waxman Amendments, [was] to bring generic drugs onto the market as
rapidly as possible”) (emphasis added)); H.R. Rep. No. 98-857, pt. 1, at 21, 1984 U.S.C.C.AN.
at 2654 (“[Aln ANDA may not be considered for a condition of use that has not previously been
approved for the listed drug.”) (Exh. 4 hereto); id. at 14, 1984 U.S.C.C.A.N. at 2647 (observing
that goal of ANDA process is “to make available more low cost generic drugs™) (Exh. 4 hereto).
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Wiley, Rein & Fielding

~ The proper escape from this conundrum is for FDA to revoke the Pediatric Rule and
revert to its historical practice of regulating only those drug uses that are claimed in a product’s
labeling. Because Faulding’s Petition confirms the predictions made in our Citizen Petition, we
respectfully request that FDA consolidate the two Petitions. We believe that careful reevaluation
of the Pediatric Rule in light of the two Petitions will demonstrate that (1) it was an ill-conceived
and legally impermissible set of regulations that is already beginning to cause the problems about
which we warned in our Citizen Petition, and (2) for the reasons stated in the two Petitions, it

should therefore be revoked.
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Dockets Management Branch

Food and Drug Administration
Department of Health and Human Services
Room 1-23 =

12420 Parklawn Drive

CITIZEN PETITION

' The undersxgned on behalf of the Amencan Assocxatxon of sicians and Surgeons. the
Competitive Enterprise Institute, and Consumer Alert, submits this pe ition under sections 201(n)
and (p), 301(a) and (d), 502(a), (), and (j), 505(a), (d)(7), (i), and (k)’and 01(a) of the Federal
Food, Drug, and Cosmetic Act and section 351 of the Public Health Serv1ce Act to request the
Commissioner of Food and Drugs to revoke FDA'’s regulations concerning pediatric testing of
drugs, as published at 63 Fed. Reg. 66,632 (1998), and to refrain from takmg any form of
admxmstratxve acnon pursuant to-those rules.. e ;

A. Action requested

The Commissioner should immediately revoke the following prov151ons of Title 21 of the
Code of Federal Regulanons

PART 201 - LABELING

Sec. 201.23 R | pediarri i
(a) A manufacturer of a marketed drug product, mcludmg a biological drug

product, that is used in a substantial number of pediatric patients, or that provides
a meaningful therapeutic benefit over existing treatments for pediatric patients. as
defined in Secs. 314.55(c)(5) and 601.27(c)(5) of this chapter, but whose label
does not provide adequate information to support its safe and effective use in
pediatric populations for the approved indications may be required to submit an
application containing data adequate to assess whether the drug product is safe
and effective in pediatric populations. The application may be required to contain
adequate evidence to support dosage and administration in some or all pediatric

~_subpopulations, including neonates, infants, children, and adolescents, depending
upon the known or appropriate use of the drug product in such subpopulations.
The applicant may also be required to develop a pediatric formulation for a drug
product that represents a meaningful therapeutic benefit over existing therapies for
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pediatric populations for whom a pediatric formulation is necessary. unless the
manufacturer demonstrates that reasonable attempts to produce a pediatric
formulation have failed.

- {b) The Food and Drug Administration (FDA) may by order. in the form of a
letter, after notifying the manufacturer of its intent to require an assessment of
pediatric safety and effectiveness of a pediatric formulation, and after offering an
opportunity for a written response and a meetmg, which may include an advisory
committee meeting, require a manufacturer to submit an apphcanon contammo h

“the information or request for approval of a pediatric formula 'onv des‘c‘ 'bed in

paragraph (a) of this section within a time specified in the order' if FDA finds
that

“(1) The drug product is used‘m a substantial numb”‘:;'; of pediatric patients for the

labeled indications and the absence of adequate labehng could Pose sngmﬁcant
nsks to pediatric ‘Ppatients; or

(2) There is reason to beheve that the drug product would represent a
meaningful therapeutic benefit over existing treatments for pediatric patients for
one or more of the claimed indications, and the absence of adequate labeling
could pose significant risks to pediatric patients.

(c)(1) An applicant may request a full waiver of the requirements of paragraph
(a) of this section if the applicant certifies that: ,

(i) Necessary studies are impossible or highly impractical because, e. g., the
number of such patients is-so-small or-geographically dispersed, or

(i) There is evidence strongly suggesting that the product would be ineffective
or unsafe in all pediatric age groups.

(2) An applicant may request a partial waiver of the requrrements of paraqraph
(a) of this section with respect to a specified pediatric age group, if the applicant
certifies that:

(1) The product:

(A) Does not represent a meaningful therapeutic benefit over existing therapies
for pediatric patients in that age group, and

(B) Is not likely to be used in a substantial number of patients in that age Group.
and

(C) The absence of adequate labeling could not pose significant risks to
pediatric patients; or

(i1) Necessary studies are impossible or highly impractical because, e.g., the
number of patients in that age group is so small or geographically dispersed. or

(iii) There is evidence strongly suggesting that the product would be ineffective
or unsafe in that age group, or

(iv) The applicant can demonstrate that reasonable attempts to produce a
pediatric formulation necessary for that age group have failed.

(3) FDA shall grant a full or partial waiver, as appropriate, if the agency finds
that there is a reasonable basis on which to conclude that one or more of the
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grounds for waiver specified in paragraphs (c)(2) or (c)(3) of this section have

been met. [fa waiver is granted on the ground that it is not possible to dev elop a

pediatric formulation, the waiver wiil cover only those pediatric age groups

requiring that formulation. If a waiver is granted because there ts evidence that

the product would be ineffective or unsafe i in pediatric populauons this -

= information will be included in the product's labelmg

3 o d) If a manufacturer fails to submit a supplemental ap
mfor ation or request for approval of a pediatric formula
para aph (a) of this section within the time specified by |

o may e'conStdered mtsbranded or an unapptoved new drug

' contamma the

; deschbed m

\, the drug product

. unhcensed blolounc.

s ST

* (iii) Pediatric studies. Plans for assessing pedtatnc safety nd yeffecttveness

¥* * * * *
R R
m" (b) d Wk
- . (1) End-of-Phase 2 meetings (1) Purpose:~The purpose of an end-of-phase 2

meeting is to determine the safety of proceeding to Phase 3 to evaluate the Phase
3 plan and protocols and the adequacy of current studtes and plans to assess

=  pediatric safety and effectiveness, and to identify any additional information
- : necessary to support a marketing application for the uses under investigation.
a kA kA .

(iv) Advance information. At least 1 month in advance of an end-of-Phase 2
— meeting, the sponsor should submit background information on the sponsor’s plan
~ for Phase 3, including summaries of the Phase 1 and 2 mvesttganons the specific

protocols for Phase 3 clinical studies, plans for any additional nonclinical studies.
R e -plans for pediatric studies, including a time line for protocol finalization, ‘
enrollment, completion, and data analysis, or information to support any planned
request for waiver or deferral of pediatric studies, and, if available, tentative
- labeling for the drug. * * *

(v) Conduct of meeting. * * * The adequacy of the technical information to

support Phase 3 studies and/or a marketing application may also be discussed.
- FDA will also provide its best judgment, at that time, of the pediatric studies that
will be required for the drug product and whether their submission will be
deferred until after approval. * * *
. : ~ (2) “Pre-NDA” and “pre-BLA™ meetings. * * * The pnmary purpose of this
o ' kind of exchange is to uncover any major unresolved problems, to identify those
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studies that the sponsor is relying on as adequate and well-controlled to establish

the drug’s effectiveness, to identify the status of ongoing or needed studies
adequate to assess pediatric safety and effectiveness, to acquaint FDA reviewers
with the general information to be submitted in the marketing apphcauon
(mcludmg technical information), to discuss appropriate methods for statistical
analysis of the data, and to discuss the best approach to the presentation and

- formatting of data in the marketing application. * * *
- To permit FDA to provide the sponsor with the most useful advice on preparing a
- marketing application, the sponsor should subrmt to FDA’s reviewing division at

least 1 month in advance of the meetmg the followmg information:
L] * de kR

“(iit) Information on the status of needed or ongomg pediatric studles
k ke Rk K Nk

¥ ok ok K ,

(a) Pre-investigational new drug (IND) meetings. * * * The meeting may also
provide an opportunity for discussing the scope and design of phase 1 testing,
plans for studying the drug product in pediatric populations, and the best approach
for presentation and formatting of data in the IND.

(b) End-of-phase 1 meetings. * * * The primary purpose of this meeting is to
review and reach agreement-on-the-design-of phase 2 controlled clinical trials,
with the goal that such testing will be adequate to provide sufficient data on the
drug’s safety and effectiveness to support a decision on its approvability for
marketing, and to discuss the need for, as well as the design and timing of,
studies of the drug in pediatric patients. For drugs for life-threatening diseases.
FDA will provide its best judgment, at that time, whether pediatric studies will be
required and whether their submission will be deferred until after approval. * > *

PART 314 - APPLICATIONS FOR FDA APPROVAL TO MARKET A
NEW DRUG OR ANANTIBIOTIC DRUG

Sec. 314.50 Content and format of an application.
* ok Bk k®

(d)***

(7) Pediatric use section. A section describing the investigation of the drug for
use in pediatric populations, including an integrated summary of the information
(the clinical pharmacology studies, controlled clinical studies, or uncontrolled
clinical studies, or other data or information) that is relevant to the safety and
effectiveness and benefits and risks of the drug in pediatric populations for the
claimed indications, a reference to the full descriptions of such studies provided
under paragraphs (d)(3) and (d)(5) of this section, and information required to be
submitted under Sec. 314.55.
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Sec. 314.55 Pediatric use information.

(a) Required assessment. Except as provided in paragraphs (b), (c). and (d) of
this section, each application for a new active ingredient. new indication, new
dosage form, new dosing regimen, or new route of administration shall contain
data that are adequate to assess the safety and effectiveness of the drug product tor

k the claimed indications in all relevant pedlatnc subpopulauons and to support
: dosmg and administration for each pediatric subpopulation for which the drug 1s

~safe and effective. Where the course of the disease and the effects of the drug are
sufﬁcnently similar in adults and pedtatnc patients, FDA ‘may conclude that
£ pedlatnc effectiveness can be extrapolated from adequate and well-controlled

“studies in adults usually supplemented with other mformatx n obtained in
; pedxatnc patients, such as pharmacokinetic studies. Studles may not be needed in

‘each pediatric age group, if data from one age group can be extrapolated to
‘another. Assessments of safety and effectiveness required under this section for a
drug product that represents a meaningful therapeutic beneﬁt over existing
treatments for pediatric patients must be carried out using appropriate
formulatlons for each age group(s) for which the assessment is required.

(b) Deferred submission. (1) FDA may, on its own initiative or at the request
of an applicant, defer submission of some or all assessments of safety and
effectiveness described in paragraph (a) of this section until aﬁer approval of the
drug product for use in adults.-Deferral-may-be-granted if, among other reasons,
the drug is ready for approval in adults before studies in pediatric patients are
complete, or pediatric studies should be delayed until additional safety or
effectiveness data have been collected. If an applicant requests deferred
submission, the request must provide a certification from the applicant of the
grounds for delaying pediatric studies, a description of the planned or ongoing
studies, and evidence that the studies are being or will be conducted with due
diligence and at the earliest possible time.

(2) IfFFDA determines that there is an adequate justification for temporarily
delaymg the submission of assessments of pediatric safety and effectiveness. the
drug product may be approved for use in adults subject to the requirement that the
applicant submit the required assessments within a specified time.

(c) Waivers - (1) General. FDA may grant a full or partial waiver of the
requirements of paragraph (a) of this sectiorf on its own initiative or at the request

" of an applicant. A request for a waiver must provide an adequate Justification.

(2) Full waiver. An applicant may request a waiver of the requirements of
paragraph (a) of this section if the applicant certifies that:

(i) The drug product does not represent a meaningful therapeutic benefit over
existing treatments for pediatric patients and is not likely to be used in a
substantial number of pediatric patients;
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,,,,, ] (i1) Necessary studies are impossible or highly impractical because. e.g.. the
number of such patients is so small or geographically dispersed; or

(ii1) There is evidence strongly suggesting that the drug product would be
ineffective or unsafe in all pediatric age groups.

(3) Partial waiver. An applicant may request a waiver of the requirements of
paragraph (a) of this section with respect to a specified pediatric age group, if the
applicant certifies that:

(i) The drug product does not represent a meaningful therapeutic benefit over
existing treatments for pediatric patients in that age group, and is not likely to be
used in a substantial number of patients in that age group;

(11) Necessary studies are impossible or highly impractical because, e. g.. the

g number of patients in that age group is so small or geographically dispersed:; -

(i11) There is evidence strongly suggesting that the drug product would be
ineffective or unsafe i in that age group; or

(iv) The apphcant can demonstrate that reasonable attempts to produce a’
pedlatnc formulation necessary for that age group have failed.

(4) FDA action on waiver. FDA shall grant a full or partial waiver, as
appropriate, if the agency finds that there is a reasonable basis on which to

i conclude that one or more of the grounds for waiver specified in paragraphs (c)(2)
or (c)(3) of this section have been met. If a waiver is granted on the ground that it
is not possible to develop a pediatric formulation, the waiver will cover only those
w oo pediatric age groups-requiring that-formulation. [f a waiver is granted because
there is evidence that the product would be ineffective or unsafe in pediatric

\ populations, this information will be included in the product’s labeling.
wt (5) Definition of “meaningful therapeutic benefit”. For purposes of this section
and Sec. 201.23 of this chapter, a drug will be considered to offer a meaningful
. therapeutic benefit over existing therapies if FDA estimates that:
= (i) If approved, the drug would represent a significant improvement in the
treatment, diagnosis, or prevention of a disease, compared to marketed products
adequately labeled for that use in the relevant pediatric population. Examples of
how improvement might be demonstrated include, for example, evidence of
increased effectiveness in treatment, prevention, or diagnosis of disease,
elimination or substantial reduction of a treatment-limiting drug reaction,
documented enhancement of compliance, or evidence of safety and effectiveness
o~ in a new subpopulation; or

(1) The drug is in a class of drugs or for an indication for which there is a need
_ for additional therapeutic options.
m (d) Exemption for orphan drugs. This section does not apply to any drug for an
= indication or indications for which orphan designation has been granted under part
316, subpart C, of this chapter.

o

Py
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(2) *® R K )
(i) Summary. A brief summary of significant new information from the previous
- year that might affect the safety, effectiveness. or labeling of the drug product.

. The report is also required to contain a brief description of actions the applicant
has taken or intends to take as a result of this new information, for example.
submit a labeling supplement, add a warning to the Iabelmg, or initiate a new

- study. The summary shall briefly state whether lab mg supplements for pediatric
“use have been submitted and whether new studies in the pediatric populauon to

T support appropriate labeling for the pediatric popula ion have been initiated.
~++. Where possible, an estimate of patient exposure to the drug product, with special
- reference to the pediatric population (neonates mfan;s chxldren and adolescents)
-+ shall be provided, including dosage form. ** ¥** ~
(i) S
(¢) Analysis of available safety and efficacy data in the pediatric population and

2 ' changes proposed in the labeling based on this information. An assessment of

i - data needed to ensure appropriate labeling for the pediatric population shall be
included.

o (vii) Status reports. A statement on the current status of any postmarketing

i ~* studies performed by, or-on behalf-of;-the-applicant. The statement shall include

whether postmarketing clinical studies in pediatric populations were required or

agreed to, and if so, the status of these studies, e.g., to be initiated, ongoing (with

- - projected completion date), completed (including date), completed and results
submitted to the NDA (including date). To facilitate communications between

- FDA and the applicant, the report may, at the applicant’s discretion, also contain a

list of any open regulatory business with FDA conceming the drug product
— subject to the application. * * * * *

- : 'PART 601 - LICENSING

(a) Required assessment. Except as provided in paragraphs (b), (c), and (d) of
this section, each application for a new active ingredient, new indication, new
~ dosage form, new dosing regimen, or new route of administration shall contain
data that are adequate to assess the safety and effectiveness of the product for the
claimed indications in all relevant pediatric subpopulations, and to support dosing
and administration for each pediatric subpopulation for which the product is safe
and effective. Where the course of the disease and the effects of the product are
similar in adults and pediatric patients, FDA may conclude that pediatric
- effectiveness can be extrapolated from adequate and well-controlled effectiveness
studies in adults, usually supplemented with other information in pediatric
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patients. such as pharmacokinetic studies. [n addition. studies may not be needed
in each pediatric age group, if data from one age group can be extrapolated to
another. Assessments required under this section for a product that represents a
meaningful therapeutic benefit over existing treatments must be carried out using
appropriate formulations for the age group(s) for which the assessment is
required. . ‘

(b) Deferred submission. (1) FDA may, on its own initiative or at the request
of an applicant, defer submission of some or all assessments of safety and '
effectiveness described in paragraph (a) of this section until after licensing of the
product for use in adults. Deferral may be granted if, among other reasons. the
product is ready for approval in adults before studies in pediatric patxents are
complete, pediatric studies should be delayed until additional safety or
effectiveness data have been collected. If an applicant requests deferred
submission, the request must provide an adequate justification for delaying
pediatric studies, a description of the planned or ongoing studies, and evidence
that the studies are being or will be conducted with due diligence and at the
earliest possible time.

(2) If FDA determines that there is an adequate Justification for temporarily
delaying the submission of assessments of pediatric safety and effectiveness, the
product may be licensed for use in adults subject to the requirement that the
applicant submit the required assessments within a specxﬁed time.

(c) Waivers — (1) Gefiéral, FDA #ay Sranrs” full or partial waiver of the
requirements of paragraph (a) of this section on its own initiative or at the request
of an applicant. A request for a waiver must provide an adequate justification.

(2) Full waiver. An applicant may request a waiver of the requirements of
paragraph (a) of this section if the applicant certifies that:

(1) The product does not represent a meaningful therapeutic benefit over
existing therapies for pediatric patients and is not likely to be used in a substantial
number of pediatric patients;

(11) Necessary studies are impossible or highly impractical because, e.g.. the
number of such patients is so small or geographically dispersed; or

“(ii1) There is evidence strongly suggesting that the product would be ineffective
or unsafe in all pediatric age groups.

(3) Partial waiver. An applicant may request a waiver of the requirements of
paragraph (a) of this section with respect to a specified pediatric age group, if the
applicant certifies that:

(1) The product does not represent a meaningful therapeutic benefit over
existing therapies for pediatric patients in that age group, and is not likely to be
used in a substantial number of patients in that age group;

- (ii) Necessary studies are impossible or highly impractical because, e.g.. the
number of patients in that age group is so small or geographically dispersed:
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- conclude that one or more of the grounds for w ver

1999

(iii) There is evidence strongly suggesting that the product would be inettfective
-or unsafe in that age group: or
(iv) The applicant can demonstrate that reasonable attempts to produce a
pediatric formulation necessary for that age group have failed. '
(4) FDA action on waiver. FDA shall grant a full or partial waiver, as
appropriate, if the agency finds that there is a reasonable basis on which to
W ecified in paragraphs (c)(2)

" or(c)(3) of this section have been met. If a waiver is granted on the ground that it

= there is evidence that the product would be ine
- populations, this information will be included in the |

_.is not possxble to develop a pedlamc formulatic

ill cover only those
ediatric age groups requiring that formulation. If a waiver is granted because
.unséfe in pediatric

uct’s labelmg

~(5) Definition of “meaningful therapeutic beneﬁt” For purposes of this

- section, a product will be considered to offer a meani 'ﬁ.llk therapeunc benefit

- overexisting therapies if FDA estimates that:

(i) If approved, the product would represent a 51gmt' cant 1mptovement in the

~..treatment, diagnosis, or prevention of a disease, compared to marketed products

~ adequately labeled for that use in the relevant pedlatnc population. Examples of

“how improvement might be demonstrated include, e.g., evidence of increased
effectiveness in treatment, prevention, or diagnosis of disease; elimination or
substantial reduction of a treatment-limiting drug reaction; documented
enhancement of compliance; or evidence of safety and effectweness in a new
subpopulation; or

_ (it) The product is in a class of products or for an lndlcatlon for which there 1s a

' ,need for additional therapeutic options.

(d) Exemption for orphan drugs. This section does not apply to any product for
an indication or indications for which orphan designation has been granted under
part 316, subpart C, of this chapter.

| \ ceti fatric studies.

Sponsors of licensed biological products shall submit the following information
each year within 60 days of the anniversary date of approval of the license. to the
Director, Center for Biologics Evaluation and Research:

(a) Summary. A brief summary stating whether labeling supplements for
pediatric use have been submitted and whether new studies in the pediatric
population to support appropnate {abeling for the pediatric population have been
initiated. Where possible, an estimate of patient exposure to the drug product,
with special reference to the pediatric population (neonates, infants, children. and
adolescents) shall be provided, including dosage form.

(b) Clinical data. Analysis of available safety and efficacy data in the pediatric
population and changes proposed in the labeling based on this information. An
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assessment of data needed to ensure appropriate labeling for the pediatric
population shall be included. :

(c) Status reports. A statement on the current status of any postmarketing
studies in the pediatric population performed by, or on behalf of, the applicant.
The statement shall include whether postmarketing clinical studies in pediatric
populations were requnred or agreed to, and if so, the status of these studies. e.g..
to be initiated, ongoing (with projected complenon date), completed (mcludmc
date), completed and results submrtted to the BLA ( mcludmg date) b

“3‘-\‘:‘2;51:’,’“’316’&\.. l' E:mim

~ The Assocnatlon of Amencan Physwlans and Surgeons (“AAPS”) rs a not-for—proﬁt b :

practices and specialties. [t was established in 1943 to preserve the pracnce of pnvate medlcme,
and has remained dedicated to the Oath of Hippocrates and the sanctity of the patlent-physman N
relationship, which AAPS believes must be protected from all forms of third-party intervention.
Indeed. since its founding over fifty years ago, AAPS has been the only national organization
consistently supporting free market principles in medical practice. AAPS seeks reconsxderatxon
of FDA'’s Pediatric Rule on the ground that it lmpedes the ability of physicians to treat their ‘
patients by diminishing the choices available.to. prescnbmgphysncxans AAPS believes that
FDA should not direct the research efforts of pharmaceutical companies. Rather, it should ~
expeditiously approve all drugs that are safe and effective for the purposes for which they are
intended. and leave to doctors, in consultation with their patients, the decision of whether any
“off-label” use is appropriate.’

The Competitive Enterprise Institute (“CEI™) is a non-profit public policy organization
dedicated to the principles of free enterprise and limited government. CEI believes that
consumers are best helped by being allowed to make their own choices in a free marketplace,
rather than by being forced into decisions because of government regulation. CEI is nationally

..recognized as a leading voice on a broad range of regulatory issues ranging from environmental

laws to antitrust policy to regulatory risk. CEI reaches out to the public and the media to ensure
that its ideas are heard, works with pohcymakers to ensure that they are implemented, and, when

‘ Use of a product for a purpose or in a manner not suggested by the product’s labeling

constitutes an “off-label use.” *“Off-label uses include treating a condition not indicated on the

‘label, or treating the indicated condition but varying the dosing regimen or the patient

population” from that indicated on the label. Washington Legal Found. v, Friedman, 13 F. Supp.
2d 51 55(D.D.C. 1998), anpeal_dm:kel:d No 99 5304 (D.C. Cir. Sept. 9, 1999)
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necessary. takes its arguments to court to ensure that the law is upheld. CEI objects to FDA's
unprecedented assertion of authority to order manufacturers to conduct studies with respect to

 uses that they do not intend to claim on their labels or otherwise promote. CEI particularly

objects to FDA’s claim that it can direct a drug company to reformulate a drug if FDA believes
that such a retormulatlon may have a beneficial pediatric use. Such an approach is not only

’ metﬁcxent but w111 dramancally ralse the costs and dxmlmsh the aval blhty of drugs to '

Lonsumers

l'up orgamzatlon for

er Alert 1s a nanonaL non—proﬁt non-pamsan me'
: ! at the natmnal and state

expressmn of
mgk and apprec1anon of
ymakers rely more on
Like CEI, Consumer Alert

consumer interest f ’ Cbnsumer Alert’s mission is to enhance un rs
efits of a market economy so that individuals an

what should essentially be private manufacturer decisions concerning which drug uses to study
and obtain F DA approval to market and which formulations to develop

On behalf of the doctors; patients; and-drug'manufacturers who are members of the
petitioning organizations, AAPS, CEI, and Consumer Alert (“Petmoners”) hereby request that
FDA reconsider and withdraw its Pediatric Rule for the folIowmg reasons:

. Fll‘St the Pediatric Rule conflicts with the pedlatnc exclusxvxty provision in the
~ Food and Drug Administration Modernization and Accountablhty Act of 1997
(“FDAMA™), Pub. L. No. 105-115, 111 Stat. 2296 (1997), that Congress
established to encourage voluntary pediatric testing. Since FDA published its
~ Final Rule, actual experience has demonstrated that this mechanism is working
well, rendermg the Pediatric Rule urmecessary S_:g App A, pp A-l to A-26.

o Second, the Pedxatnc Rule conﬂxcts thh F DAMA s goal of streamlxmng the drug
approval process by instead increasing the cost of pharmaceuticals, further
~ delaying the introduction of new drugs to market, and hampering new drug
innovation. Seg App. A, pp. A-26 to A-39.

. Third, FDA’s decision to characterize pediatric uses as foreseeable and therefore
“intended” so that FDA can then compel either pediatric clinical studies or
possibly the development of pediatric formulations is a dramatic, unprecedented,

and illegal assertion of authority, see App. B, for wh1ch FDA has supplied no
satisfactory justification, see App. C.
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. Finally. as a matter of sound public policy and basic constitutional principles, the -
Pediatric Rule - which forces manufacturers to conduct expensive clinical research
and to reformulate a safe and effective product to sell to persons to whom they do
not intend to sell — represents an unnecessary intrusion into manufacturers’ basic
decisional prerogatives concerning the intended purchasers ofits products and a
pnme example of regulatory overreachmg See App. D.

- Although Petitioners did not parttcrpate in the rulemaking, the adverse 1mpact of this

Rule on their members warrants the action requested in this Petition.’ Moreover although FDA
- may have considered some of the argum" nts rnade below in the course o rulemaking, FDA
- has failed to justify its unprecedented assertion of authority to (1) deem ¢ ses o
f‘f‘o‘réSeeable” —even for drugs that have not yet actually been sold, and even |f the manufacturer '
. disclaims those uses — and (2) treat those allegedly “foreseeable” uses as mtended uses” for
- which manufacturers must conduct and submit testing information estabhshmg the safety and
- effectiveness of the drugs.” F DA'’s failure to articulate a theory justifying its assemon of power
- to direct manufacturers to engage in research to prove the safety and effectiveness even of
dtsclatmed uses, as well as the new ev1dence conﬁrmmg the effectlveness of the mcermve based

2. Descrintion of the Pediatric Rul

Without demonstrating the existence of any. problem warranting government intervention
or providing an adequate legal foundation, FDA has established an extensive layer of regulations
- forcing manufacturers to seek approval for use on pediatric populations of drugs that are labeled
-and promoted only for adults. Specifically, with respect to “each application for a new active
ingredient, new indication. new dosage form, new dosing regimen, or new route of
- administration,” the Pediatric Rule requires manufacturers to submit “data that are adequate to
assess the safety and effectiveness of the drug product for the claimed indications in all relevant

pedmm;_s_uhpgpmm&ns and to support dosmg and administration for each pedtatnc

: Courts have “found injury-in-fact where the defendants’ actions impaired the plaintiffs’
iz % ACCESS 1O certain goods.” Arent v. Shalala, 866 F. Supp. 6, 10 (D.D.C. 1994) (citing Competitive

' - Enter. Inst. v. NHTSA, 901 F.2d 107, 113 (D.C. Cir. 1990)), aff'd in part and remanded in part

on other grounds, 70 F.3d 610 (D.C. Cir. 1995). In Arent, the court also found that even “where

the plaintiff is not itself the subject of the contested regulatory action,” it still may be within the

““zone of interests” if it is directly interested as a purchaser of the regulated product. 866 F.

Supp. at 12. As physicians whose ability to treat patients will be compromised by the delays and

increased costs that the Pediatric Rule will cause, and as representatives of patients whose health
~will be compromised, Petitioners plamly fall into this “zone of interests.”

’ For an explanation of the term “intended use,” see App. B, p. B-1.




Citizen Petition Requesting FDA To Revoke [ts Pediatric Rule
December 2. 1999,
Page 13

subpopulation for which the drug is safe and effective.” 21 C.F.R. § 314.55(a) (1999).* The

Rule further requires manufacturers to develop and use pediatric formulations appropriate tor

cach age group in which the clinical studies needed to generate the requisite data of safety and
- effectiveness are conducted. See id.

The Rule permits deferral of these requirements - at FDA's discretion — to expedite the
drug approval process or to address safety concerns with testing the drug on children before its
safety and/or effectiveness in adults has been adequately estabhshed S_e,_e id. § 314.55(b).
Slmllarl) the Rule permits waiver of these requxrements if:

‘(iiﬁ) o The drug product does not represent a meanmgful therapeutlc beneﬁt over
s o existing treatments for pediatric patients and is not hkely to be used in a
s substantlal number of pedlatnc panents, '

(i) ‘ Necessary studles are 1mpossxble or hxghly 1mpractx cause, e_g.the b
- number of such patients is so small or geographxcally persed; or

(iti)  There is evidence strongly suggesting that the drug product would be
meffectwe or unsafe in all pediatric age groups.

Id. § 314. 55(c)

R

The Rule does not, however; petmit WiiVer 6F detérral f these requirements based on a
manufacturer’s certification that it does not intend to market the drug for pediatric use. See id.
§ 314.55. Thus, whereas manufacturers once could control the uses for which they conducted
clinical studies and sought approval of new drug products, FDA has now forced manufacturers to
conduct studies and develop formulations for uses of a new drug that manufacturers may not
desire to pursue.’

With respect to marketed drugs that have not been approved for pediatric use, the Rule
purports to allow FDA to require manufacturers to “submit an apphcatlon containing data
adequate to assess whether the drug product is safe and effective in pediatric populations.” [d.

= § 201.23(a) (1999). This includes, at FDA’s discretion. ‘adequate evidence to support dosage

and administration in some or all pediatric subpopulanons Id. The Rule also purports to allow
FDA to require manufacturers “to develop a pediatric formulation for a drug product that

* All emphasis in this letter and the accompanying appendices is added unless otherwise

noted.
; Indeed, FDA has long required manufacturers to disclaim pediatric uses in the absence of
clinical testing. Seeg 21 C.F.R. § 201.57(f)(9)(v), (v1) (1999).
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represents a meaningful therapeutic benefit over existing therapies for pediatric populations tor
whom a pediatric formulation is necessary, unless the manufacturer demonstrates that reasonable
attempts to produce a pediatric formulation have failed.” [d,

Although the regulation conceming marketed drugs contains waiver provisions similar to
those governing new drugs, a manufacturer cannot obtain a waiver merely because it does not
wish to expand the uses of its product to pediatric populations. Seeid. § 201.23(c). Ifa
manufacturer does not comply with FDA’s pediatric testing requirement, FDA asserts the
authority to declare the offendmg product to be “misbranded or an unapproved new drug or
unlicensed biologic.” [d. § 201.23(d); 21 U.S.C. § 355(d) (1994 & Supp. III 1997).° FDA
claims this authority notwithstanding its necessary previous finding that precisely the same
product is “safe for use under the conditions prescribed, recommended or suggested in the
proposed labelmg thereof” 21 C F. R § 201.23(d); 21 U.S.C. §355(d)

3. Summa.nz_ef_Amunent

FDA should immediately revoke the regulations comprising the Pedlatrxc Rule. The
Pednatnc Rule is fundamentally mconsnstent with key purposes and provisions of FDAMA which
encourage manufacturers to bring off-label uses on-label voluntarily — that is, in response to
incentives rather than by FDA fiat. One of these incentives encourages manufacturers to seek
approval for use of their drugs in pediatric populations by offering them an additional six months
of exclusivity for their drugs under certain circumstances..-21.U.S.C. § 355a (Supp. III 1997).
Another important FDAMA provision requires FDA to publish “standards for the prompt review
of supplemental applications”™ to encourage manufacturers to seek approval for off-label uses of
marketed drugs. See 21 U.S.C. § 371 note (Supp. III 1997). The Pediatric Rule, however,
requires precisely the same type of studies that the statute only authorizes FDA to request. The
mandatory nature of the Pediatric Rule also creates serious ethical problems associated with drug -
testing on children that are minimized under Congress’s voluntary scheme. For a more detailed
discussion of these points, sge App. A, pp. A-2 to A-26.

The Pediatric Rule also conflicts with FDAMA’s goal of reducing the inordinate amount

o, Of time that FDA consumes in approving new drug applications (“NDAs™). To effectuate this

purpose, Congress included provisions in FDAMA designed to: (1) abbreviate and simplify the
data necessary for FDA to conclude that a drug is safe and effective, 21 U.S.C. § 355(d); (2)
streamline clinical research on drugs, id, § 355(i); and (3) institute a fast-track approval process

- for drugs to treat life-threatening illnesses, id, § 356. Yet the Pediatric Rule requires not only

¢ In the vast majority of cases, however, FDA does not actually intend to seize the
offending drugs and remove them from the market as provided in 21 U.S.C. § 334 (1994 & Supp.
[IT 1997). Rather, FDA intends to seek court injunctions requiring manufacturers to conduct the
testing required by the Pediatric Rule. See 63 Fed. Reg. at 66,655.
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“additional clinical studies but also the potential development of pediatric formulations of certain

drugs. Thus. the Rule will render the already cumbersome drug approval process costlier.
slower. and even more inefficient. For a more detailed discussion of this point, see App. A. pp.
A-26to A-39.

[n addition to conflicting with key FDAMA goals, the Pedlatnc Rule contravenes the
[onv-standmg and universal understandmg of Congress, the courts, and FDA concerning the
nature of the “intended uses” of drug products that are subject to FDA's regulatory authority.
From the 1906 inception of national food and drug law to the present, drug manufacturers have
always determmed the “intended uses™ for which they sought approval to market their drug
products by virtue of the promotional claims they made in their product’s labehng Any other
uses & o ‘miatter how foreseeable or desired — were consxdered to be “off-label" and, thus,
outsxde of FDA s Junsdlctxon

FDA s promulgatlon of the Pediatric Rule, by contrast, would overtum thxs long-standmg
and umversally understood balance of power by purporting to allow FDA - rather than the
manufacturer — to determine the uses to which the manufacturer’s product would be put.
Spec1ﬁcally, FDA has asserted the right to require manufacturers of both new and marketed
drugs to seek approval for use of their drugs on pediatric populations — even though the
manufacturer may only desire to market its drug to adult populations. See 21 C.F.R. §§ 201.23,
314.55. Under the Pediatric Rule, FDA may now even force a manufacturer to develop new
formulations of a drug for uses for which the manufacturer-never intended to seek approval. See
21 C.F.R. §§ 201.23, 314.55. Not only has FDA far exceeded its congressnonal mandate in
treating foreseeable uses as “intended uses,” but it has also gone farther afield by creating a per
se presumptxon that certain uses are foreseeable even where (1) the drug has not actually been
marketed, and (2) the manufacturer has affi irmatively disclaimed the allegedly “foreseeable” use
at issue. FDA should immediately cease such unwarranted intrusion into determining the uses
for which drugs will be marketed, which Congress historically has made the manufacturers’
exclusive provmce For a more detailed discussion of these pomts, sse App B, pp. B-1 to B-15.

[f taken to its logical conclusion, the theory underlying the Pedxatnc Rule would render

... the drug approval and misbranding mechanisms of the Food, Drug, and Cosmetic Act (“FDCA™,

Pub. L. No. 75-717, 52 Stat. 1040 (1938), virtually inoperable. For example, requiring
manufacturers to conduct clinical studies to establish the safety and efficacy of all arguably
foreseeable uses of each new drug that they seek to market would dramatically delay the
necessary approvals for marketing those drugs. Moreover, the “Abbreviated New Drug
Application” (“ANDA”) process for generic follow-on drugs ~ which requires the ANDA to
contain substantially identical labeling to the pioneer label - would cease to function if ANDA
applicants were required to claim, on their labeling, foreseeable uses that were unforeseen when
the pioneer drug’s label was approved. Further, considering foreseeable uses to be “intended”
would render the overwhelming majority of marketed drugs “misbranded” because their labels
would not contain adequate directions for each “intended use” of the drug as requxred by law.
See 21 U.S.C. § 352 (1994 & Supp. HI 1997); 21 C.F.R. §§ 201.5,201.100 (1999). FDA cannot
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= . avoid these harsh consequences by selectively enforcing its newly created foreseeability theor_v.l
which would be impermissible in any event. For a more detailed discussion of these points, see
App. B. pp. B-15 to B-22. Thus, FDA’s per se “foreseeability™ theory, and consequently the
Pediatric Rule, are untenable.

[n addition to conflicting with key purposes of FDAMA and flying in the face of well-
settled understanding of the types of intended uses subject to FDA’s regulatory authonty the
Pediatric Rule finds no statutory support in any other provision of the food and drug laws. ‘
Indeed, none of the statutory bases upon which FDA relies authorize the agency to venture so far
afield from its mission of ensuring that drugs are safe and effective
and into the realm of direct control over manufacturer research and development of formulatxons
For"d'more detailed dxscussxon of thzs pomt see App. D.

In sum, FDA should revoke the regulations comprising the Rule in light of:

(nH the stark contrast between key goals of recent food and drug legislation and the
Pediatric Rule’s effect, see App. A;

(2) FDA’s abrogation of the well-settled “intended use’ ’ principle in purporting to
dictate manufacturer decisions concerning appropriate labeled mdxcatlons for their
drug products, see App. B, PP B-1 to B-15;

(3)  the disruption of Congress s drug approval and misbranding mechamsmsthat o

= _ would ensue if FDA’s p_ex_sg “foreseeability” theory underlymg the Rule is

o : consistently applied, sge App. B, pp. B-15 to B-22,

& ' ’ (+) the lack of statutory support for the Rule, see App. C; and

~ (5 the unconstitutional taking that results from enforcement of the Rule, see App. ‘D'.
s o The subject matter of this petition is not within any of the categories of action for which
an environmental assessment is required pursuant to 21 C.F.R. § 25.22 (1999), and is exempt
- pursuant to 21 C.F.R. § 25.30(h) (1999) in that it is concerned with FDA’s procedures in

- administering the Act.

it ) D. . .

Not requested.
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- The undersigned certifies, that, to the best knowledge and belief of the undersigned., this
petition, including all appendices attached hereto, includes all information and views on which
the petition relies, and that it includes representative data and information known to the petitioner

which are unfavorable to the petition.
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,As Congress Has Recogmzed Off-
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APPENDIX A:

THE PEDl-\TRIC RL'LE CONTRAVE "':ES

po;{?er to‘adopt reoulatlons to carry mto effect the w1ll of Congress as expressed
,by the statute. . -

wmﬂ 425 U.S. 185, 213-14 (1976) (mtemal quotanons omltted) Thu>

reoulatlons in order to be valid[,] must be consxstent with the statute under which they are

- promulgated.” unue_d_S_tmm_Langngff 431 US. 864. 873 (1977) ( nval:datmu reuulanons

) that were contrary to the mamfest purposes of Congress™); gg_cgr_d !Jm;gd S;g es v, \’Q el

“(internal quotatlons omntted))

E_emllzm 455 U.S. 16, 26 (1982) (“Thls Court has firmly rejected the suggesnon that a
regulation is to be sustained simply because it is not technically inconsistem with the statutory

language, when that reoulauon is fundamentally at odds wnth the man'f st conoressmnal dc.SWIl
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o ensurmg that cumbersome regulatory restnctlons/

Far trom reflecting and enforCing the congressional policies and pmposes underlving

FDAMA. the Pedxatnc Rule contravenes key FDAMA anls in at Ieast two respects. us sct (Utth |

below.

L "THE RULE CONFLICTS W[TH CONGRESS’S GOAL OF
ENCOURAGING ‘V[AVUFACTURERS TO BRING ADDITIONAL
USES OF A DRUG ON-LABEL VOLUNT ARILY

} One major uoal of FDAMA 1"

uld not mterfere with physnc:lans abllm o

| ’prescnbe cuttmg-edge medical treatments The Pedtatnc Rule however whxch m that
off-label pediatric uses be brought on-label, rejects the very notroh that .oft'-lrabel uses repre’sent a
- beneficial treatment optton (as FDA has. long acknowledged) .and upsets C ongress’s caretull\
crafted balance concerning the appropnate circumstances for brmomo off-label uses on- label

A, As Congress Has Recogniied, Off-Label Uses Are A Common,
Well-Recognized, And Essential Part Of Medical Practice.

The label for an approved drug “identifies only those uses for which the manufacturer has

conducted studies and has demonstrated, to FDAs satisfaction, substantial evidence of safety -

’ Indeed, it is precisely the voluntary nature of the pediatric exclusivity provisions that is
essential to keeping FDA within its statutory mandate. If manufacturers were instead required to
bring off-label uses of a drug on-label, this would interfere even more with the practice of

medicine than would barring physicians from prescribing drugs off-label, which is indisputably
outside FDA's jurisdiction. Forbidding physicians from prescribing drugs off-label would
merely eliminate certain uses of the drug. Requiring manufacturers to bring off-label uses on-
label. by contrast, could cause the drug to be withdrawn from the market altogether as a )
“misbranded” product until the manufacturer could comply.
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agenc'v has even crovne s0 fat‘ as' to Statte th‘ati:

and effectiveness.™ Nevertheless, once “a drug or device is approved by the agency as salc and
etfective for one purpose. no FDA regulations prevent doctors from prescribing it for any other
purpose.” Such use is called “off-label use” and includes treating a condition not indicated on

the label. or treating the indicated condition but varying the dosing regimen or the paticent

population.” .@ﬁmn,tgn_LLaJMnL_&tedmn 13 F SUPP 245155 (D.D.C 1998,

_p_pggj_d_ogkg_tgg \Io 99- 3304(DC Clr Sept 9 1999)

t\s FDA’s former Deputy Commn 4 W ilkl’i'arti BSchultz h'*asm

acl\now Iedoed F DA knows that there are important off label uses of approx ed druuys:’ Ihe o

There is no FDA pohcy that seeks to 11m1t physmnan prescnbmg of prescrxptlon
drugs to only FDA approved indications. Such a policy would . . .bean
unwarranted intrusion into the physician-patient relationship and have detrimental
public health consequences. . .. We, too, recognize that the physician in clinical

SRR mmwms;my

-

T uU.s. General Accounting Office, Off-Label Dmgs, Re:mbg:sement Pol 1gte§§ gnstrtun

Physicians in Their Choice of Cancer Therapies. Pub. ‘\Io GAO/PEMD- 91-14.at 10 (1991)
[heremafter ‘GAO Report”]

Michael I. Krauss, i L 1g Centificati : -+ Implications for

~Tort Law and Consumer Welfare, 4Geo MasonL Rex 437 470(1996)

! Accord James M. Beck & Ehzabeth D Azari, EDA. fo [,gbel Lsg, and mfgm ned
qusent__D_eb_tmkxng.Mxthmd_stsencstns 333F'od‘& DrugLJ 71, 104(1998)

label. but 1 xs closely related to an indicated dxsease treating related, unindicated diseases. and
treating the indicated disease but varying from the mdxcated dosage, regtmen or pauent
population”).

_ud_ﬂgman_&e_sgme_s 104th Cong 81 (1996) (statement ot leham B. Schultz FDA Dep
Comm'r for Policy); see Beck & Azari, supra note 4. at 84 (“Nothing in the FDCA . . . suggests
that FDA is to conduct lIS own evaluatlons of uses other than those proposed by a

. tmanufacturer .

“A-3



practice is well-equipped to make responsible prescribing choices for both
approved and unapproved uses.”

~ Even this is an understatement. Off-label uses of drugs and medical devices constitute

“common and integral feature™ of many. if not most. areas of medical praeticc.' Estimutcs ol the

number of prescnptlons for off-label uses of drug products range from twentv to SIXty percun ot

the approumately 1.6 bxlllon prescriptions written each year f\s ’V[xchael R Tavlor a tonmr

FDA Deputy Commlssxoner for Poltcy, has stated off-label use often essen*'al”to Uood

: medxcal pracuce and In some areas — oncology and ped:atncs ame g them otf~label us;s |

constitute a significant portion of standard therapy. FDA recoomzes and accepts th'

William Hubbard, FDA’s Senior Associate Commlsswner for Pohcy, Planm a a
has likewise affirmed that “[a]ll of [FDA’s] physicians and sc1entxsts strongly believe in the

- concept of physicians being able to prescribe for off-label uses based on their own experience.

knowledge, consultation with colleaguesanid Sthér SoUreas Gt itk

Letter from Ann tht Acting Director of FDA DIVISIOn g,
and Communications, Office of Drug Standards, to A. John Rush, M. D Dlrector \{ental Health
Clinical Research Center, University of Texas at Dallas, at 1 (Jan. 17, 1991). '

Beck & Azar, supra note 4, at 79.

: See id, at 80; accord Krauss, supra note 3, at 472 (observif ""‘that twenty to smy percent

mof all prescriptions written each year prescnbe drugs for an off-label:“use)

? Michael R. Taylor,

Drug Law [nstitute Seminar on Drug Advertising and Promotion (Feb. 26, 1992); see Use o
Approved Drugs for Unlabeled Indications, 12 FDA Drug Bulletin 4, 5 (Apr. 1982)

(" Unlabeled’ uses may be appropriate and rational in certain circumstances, and may, in tlxtt
reflect approaches to drug therapy that have been extensnvely reported m medlcal llterature

[hereinafter “Unlabeled Indications™).

0 Pl.’s Mem. in Supp. of Summ. J. at 9, Mshmgt.o.u_L_egaLEoum_y_En_edmm I3°F. Supp.

2d 51 (D.D.C. 1998) (No. 1:94CV01306) [hereinafter “"WLF Mem."] (citing Hubbard Tr. 727.

A-3
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'In certain fields, rates of off-label use are particular]y high. For eannbip]e. “[o]ft-label use

is common. and even predominant. in the treatment of cancer patients.”'' A government studv-

that co[leCtéd data from the spring of 1990 found that, of the Sei-’én een most commonly used

anti-czih;? : ruos me had been used off label at least /()o

. drug.. [I]t is even p0551ble that for a specific form of cancer. a drug gn en otf-label mayv have
been proven to be more beneficial than any drug labeled for that cancer.™).

_Dg_gggﬁ at 14 (July 8, 1998) <http: //www fda oov,ohnnsxdockets/dockeIS/98n0222 tr()UUHI IND-

H GAO Report, supra note 2, at [1.

- N Seg Kenneth P. Berkowitz et al., mmmmmmm
[s Cheering, Med Mktg. & Medla, Jan. 1998, at 40, 42.

- e ‘Beck & Azarl supra note 4, at 80 (citing Fran Kritz, FDA | d 0s°
Ls_es_;g_[_abﬂs _Wash Post Mar 29 1994 atle (quotmg Amen an Medical Assoc1anon \lCt.-
= president)).”
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[ }bwouslv many more people would dle and the clamor about FDA. mduced dxuu lag’ t\ ould
be more intense, xfotf-label prescrlpuons were suppressed

Through otf~labei use, physrcxans drscox er new, more etfective means ot tredunu théir

patients. The FDA Drug Bulletin reported that when physicians resort to ott labe[ use of druw»

products they often discover * ‘[v]alid new uses for drugs already on the marl\u

[therr] serendxpltous observatlons and therapeutlc mnovatrons "Y The great ma)orm ot

breakthroughs in treatmg depressron and schxzophrema come through unappro»ed uses. as have

“nearly all curative antl-cancer theraples.

Off-label uses are especxally common in pedlatnc populatlons S_¢_¢ W

EgumL 13 F Supp 2d at 56 (observmg that off-label uses are 1mportant to pedxamcs [n mct

FDA recognizes that many off—label uses are the norm in pedxatncs often because testmo in

children can be prohibitively expensive and because involving children in clinical trials ['d!:uS

A ¥ g AR e R R SR e R B M ‘v
specral concerns not present wrth respect to adult testing.™ As a result of the costs. nsks and

unique difficulties involved in bringing pediatric uses on-label for a drug onl_v approved for usus |

--Krauss, supra note 3, at 473.

o Unlabeled Indications, supra note 9, at 5.

' See Robert M. Goldberg, Breaking up the FDA's Medical Information Monopoly, 1993
Regulation: Cato Rev. of Bus. & Gov’t, No. 2, at 48.

= Se¢ WLF Mem., supra note 10, at 7 (citing Temple Tr. 54; David Kessler. Spee gh gt

. EDA Commissioner to the American Academy of Pediatrics (Oct. 14, 1992); Hubbard Tr. o4,

77-78); infra pp. A-23 to A-25 (discussing unique problems assocrated with pediatric testing.
including separation from parents, discomfort, fear, and difficulty in obtaining blood samples)
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in adult populations. most drugs carry a disclaimer stating that safety and ettectivencss hat ¢ not

been tested in children.”"

FDA has attempted to justify the Pediatric Rule by soying’that “the absence of pedmtm )

&?; Lawrence Bachorik,

FDA’s Ofﬁce of Drug Evaluatxon D (statmg that because populatxon of children i is small
ﬁnanc1al retum of studymg drugs i in chlldren 1s small) 21 C F R § 701 57(ﬂ(9)(v) (1999)

se nﬁadults witha
dlsclaxmer that they are not approved for use by chxldren b [heremafter Cohen Testlmom ]

2 Beck & Azari, supra note 4, at 82.
= Seeid. at 72 (“All medical treatments, including off-label treatments, have medical risks.
. The mere fact of off-label use . . . is a matter solely of FDA regulatory status and c'z'mnot '
lomcally be considered a medical nsk of a drug or medical device. Nor is off- Iabel use o
mheremly expenmental or lnvestxgatlonal »” (cxtatlon omltted)) ' o

4

GAO Report s_um:a note 2 at 11




- [f anything, off-label pediatric uses arguably represent a less risky alternative for childron
een

than does FDA's Pediatric Rule. Drugs used off-label in pediatric populations ‘have already t

'establisﬁed to ,be safe and effeetive for use in adult populatiohs. Sg_e "l L S C SS(d) { l‘)l)J N

| k,Supp III l997) (requlrmo tlhat drug be safe and effectxve fork use under the ,condmoﬁs

children before they are approved for use on adults. See 21 C.F. R. § 3 14, 53(‘a) (1'999) (requxrmz o
new drug sponsors to submit “data that are adequate to assess the' safety and effectn eness of the

drug product for the clalmed indications. m:.all,./.rel;xam,pcdiau:,i\c,ﬁ.gsubpopulations‘, and to support

COngres,s has reé'oghized the well-established benefits df 6‘f'ffff}*15é’l‘ uses. pecyi"fk‘ie}i[l’i‘f‘ir o
has expressly forbidden FDA from interfering with those uses, thus enabling physicians to take
advantage of the latest advances in medical technology in treating their patients:

(T]t has been the long held view of Congress that the FDA should not regulate the
practice of medicine. In general, the FDA has no authority to regulate how
physicians prescribe approved drugs in the context of their medical practice.
Physicians prescribing off-label uses of approved druos is not within the
Junsdlcnon of the FDA.
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H.R. Rep. No. 105-310. at 60 (1997): seg also 21 US.C. § "‘)G(Supp [ 1997) (exempting
practice of medicine from Food. Drug, and Cosmetic Act); H.R;Co'nf. Rep. No. 103-399, w v~
reprinted in 1997 U.S.C.C.A.N. 2880, 2887 (warning that “the FDA should not interfere in the

practice of medicine™ and that physician-prescribed off-label use of medical devices “is not the

provmce ot the F DA ) Likewise Congress allows reimburs’ewn?e}it under the Medicare and

manufacturers ‘to e F DA approval for off-label uses to'keep the drug label up to date

as the FDA approval process does not obstruct the avallablhtv of ,effecme treatments to
prescribing’ physicians and their patients:

Although the use of an approved product for an unapproved use does not v1olate

approved product labeling in order to keep that labelm

rrent Wlth medical
practice. ‘ o

H.R. Rep No. 105-310, at 63 see also S. Rep \Io 105- 4) at 47 (1997) To encourage
manufacturers voluntarrly to seek approval for off-label mdlcatxons - while at the same time
ensunng that FDA dld not exceed 1ts statutory authonty C ongress mcluded various incentives

m"FDAMA. The Pediatric Rule undercuts that regime, substttutmg compulsron for cooperation.

» S_ee_alm FDA
in Managed Care Environments (Oct. 19, 1995) <http://www. fda. govreder: ddmac
MANAGEDCAREPANEL2 htm> (statement of Pharmacist Calvin Knowlton on behalf ot
American Pharmaceutical Association) (stating that Medicare 5na‘ Medicaid statutes “‘provide
payment for off-label use of drugs if these uses are recognized as accepted medical practrce
under the authontauve compendla listed in the’ Federal Medrcare and Medlcand statutes™).

A-9
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B. The Pediatric Rule Is Inconsnstent With FDA\I-\ Prm isions
Designed To Encourage Manufacturers To Bring Off-Label
Uses On-Label V olutltarlly

L. The Rule Is Inconsistent with the Pediatric Exclusivity Provision.

In FDAMA, Congress enacted an elaborate voluntary incentive scheme,wherebyF‘DAv

may request pediatric studies for both new and marketed drugs if F DA determmes that ddmon d

pedlatrtc mformatton concemmg those drugs “may produce health benet’ its n the pedutt ic

popuIanon " 21 U S C § oJSa (Supp. III 1997) Ifthe manutacturer aurees to COI‘IdL

{5*@‘%

accepts such studtes the manufac' s_entttled to \}an}v addtt_xonal sx‘x‘ mQQEhS of m,ar)keti‘ng

‘exclusivity under certaidcitjcutt; ances. Seeid. The statute also contains a sunset provi‘ and

a requirement that FDA report to Congress on this provision by January 1, 2001. 4 N 55at -

(k) (Supp. III 1997). Notably, FDA must discuss in its report (1) “the effectiveness o_tf the._.,_,f-

program in improving information about important pediatric uses for approved dmos {2) the

AR mfwu%’ﬁi«wsvw PR Wgﬁ@wﬁx@w&eﬁm

adequacy of the mcennves prov1ded under this section,” and (3) “any suggestions for *
modification that the Secretary determines to be appropriate.” Id. § 355a(k).
Although Congress only authorized FDA to request pediatric studies and to SLl;’('CS[

ESe=

appropriate modlﬁcattons after the incentive program had been tested FDA has promuluatcd

regulattons far beyond its statutory mandate Whlch :_e_qgu_e manufacturers to conduct e

studies. Compare 21 U.S.C. § 355a(a), (c) (Supp. [II 1997) (authorizing FDA to “make[] a
written request for pediatric studies” from manufacturers of new and marketed dfugs) and S.
Rep. No. 105-43, at 3 (“The legislation gives the Secretary authority to request pediatric clinical

trials for new drug applications and provides 6 extra months of market exclusivity to drugs when

the manufacturer voluntarly meet[S]_certain conditions under the program.”) with 21 CFR |

A-10
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¥ 201.23(a) (1999) (providing that manufacturer et" marketed drug “may be required 1o subnut an

application containing data adequate to assess” safety and etfectiveness of drug. i'nctudinu dusage

and admxmstratton In some or all pedlatnc subpopulanons and "DlaLQJSDJLe_e_qm;gg to dm clop

o concermng the effectlveness of the leglslatxon mcludmg any suggestlons that F DA could otter to

nmprove the scheme 21 U S C § 355a()) (k). Rather than heed these exphcxt dxrectn es bv |
giving Congress ] scheme the beneﬁt of the statutorily mandated trial run, how ever, FD -\ lnS[&,dd
proclaimed that it “does not believe - - - that incentives alone will result in pediatric studies ot‘

-

e Some of the drugs and btologlcs where the need is greatest.” 63 Fed. Reg. at 66.639. Rather

F DA declared its “b_e_h_e[ﬂ that a mixture of mcentlves and requ1rements is most hkely to result n
real tmprovements in pediatric labeling.” Id, FDA provided no evidence to support this “beliet.”

[nstead, it pointed out that, under FDAMA, incentives are not available for many products. Sce

.

Contrary to FDA’s pe’ssirynisﬁe{fview of the efficacy of the pediatric exclusivity provisions

in FDAMA, many manufacturers have already decided to take advantage of these provisions. To




illustrate, as ot October 1, 1999, manufacturers hadvalread,v filed 159 proposed pedumc study |
requests with FDA.” Of those 159 requests. FDA had acted on 1577 Nine active moictics.

including six approved active moieties, have already received ektended exclusi vity as aresult of

pediatric testmo % Most of the drugs that are currently beneﬁt’mg from the extend p diatric

exclusn ity provnsxons are approved marketed drugs rather than new druos ! F D Ums statcd that

Fed. Reg.’ at66639s_e_e e Bc
regulation perfectly reasonable and appropriate in the face of a ngen problem may be hwhlV

capncnous if that problem does not exist.” (intemal. quq,ta;xons o,mltted)) S_es_aisg Tg‘(gg v, EPA

499 F.2d 789 319'& n.49 (Sth Cir. 1974) (observmg that agencykmust rely upon data tha[zx‘ls [hL

best that is feasxbly available™ and that agency has “duty to reconsnder and rev1se lts reqmremmts

as better data becomes available™). At a minimum, FDA should allow C'o/:ngress"s vb[uhta{v

pediatric exclusivity scheme the congressionally mandated opportunity to prove its efficacy.

* See FDA, Center for Dmg Evaluation and Research,

‘ cs (last
modified Oct. 1, 1999) <http /f'www.fda.gov/cder’ pedlamc wrstats.htm>,

-

g See id,

28

EDA Has Granted Exclusivity for Pediatric Studies Under Section 505A of the Federal Food,
Drug. and Cosmetic Act (last modified Oct. 29, 1999)

- <http://www.fda. gov/cder/pedlamc/exgrant htm> (listing grants of pediatric extended exclusivity
for six approved active moieties, including grants for ibuprofen to two different sponsors)

A-12
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2 The Rule Conﬂlcts with the Supplemental Application Provision.

~\ :econd provision demonstrating that Conurc.ss mtcnded to encourage - not torce

'manut'actu'rers to‘ seek approva.l' for off-label uses concems,,‘sivaplé’méhtal upplicutbhs for new

\Iew uses for drugs are oﬁen dxscovered after FDA approves the packave mserts

that, explam a drug’s approved uses. Congress w ould have created havoc in the
 practice of medicine had it required physicians to follow the expensive and time-
consuming procedure of obtammg F DA approx al before puttmo druos to new

Inc., 879 F.2d 1 1841 163”"{331 Gi ,9§§’)}""“‘ o

- See Wlllxam L. Chnstopher, Off-Label Drug Ptescnpuon Flllmo the Regulatory
YVacuum, 48 Food & Drug L.J. 247, 261 (1993) (stating that FDA “could not rev tew drugs . .t
a pace equal to that at which physxcxans discover benetxcnal off-label uses )

\/Iany states have statutes endorsmg the use of off-!abel drugs For e‘<ample NI St

A‘nn‘ S 26. IA 36.9(g) (1996) contains the following statement:

I v o (Continued. ..

o] ' . A-13
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o kthat burden by r 'quxrmg manufacturers not only to’ conduct clmrcal studres to suppo ped

b A Y SR

/ sub,mi,t,ting supplemer\tal applicati

subpoptrlatrcns, See 21 .C'F R.§20

Despite Congress’s clear intent to allow off-label uses to continue and merclyv encouri.
- rather than require - that those uses be brought on-label, the Pediatric Rule requires

manutacturers of marketed druos to seek approval for otf-label pediatric uses. \Ioreo» er.

althouUh the goal of the supplementaI apphcauon prox lSlOI‘l xs to* [g_d;;c[g_} the overalI burdcn of

,?'nd'Obtaining their apprOV'al«e,T"the Ped’iatric Ruyl‘c fCreases

velop enurelv formulations approp'ri e for va‘ri;sus p'éd'i\atric

.23(a) (requiring manutacturer of marketed drug “to

(... Continued)
“Off-label” use of FDA-approved drugs provides efficacious drugs at a lower :
cost. To require that all appropriate uses of a drug undergo approval by the FDA

. may substantially increase the cost'of drugs*and delayot"éven deny patients’

ability to obtain medically effective treatment. FDA approval for each use w ould

require substantial exPendlture and time to undergo the chmcal trials necessary o
obtain FDA approval.

This widespread consensus that a drug regulatory scheme permitting off-label uses is
superior to one that does not stems from the notion that market forces, rather than the
government, can most efficiently determine the uses and the patient populations for which drugs
should be marketed. As one commentator has observed, “the clinical judgment of the
marketplace is more effective and quicker than the FDA regulatory scheme in making the
comparisons required to determine what drugs work and for whom.” Goldberg, supra note 19. at
42; see Doug Bandow, The FDA Can Be Dangerous to Your Health, Cato: This Just [n (Jan. 29.
1997) <http://www.cato.org/dailys/1-29-97 htmI> (“[E]ffectiveness is best tested in the
marketplace.”). Indeed, economic studies, along with many years of FDA and drug manutacturer
experience, demonstrate that market forces have provided manufacturers with the incentive to
design and produce safe drugs, particularly if tort remedies are avarlable asa dlsmcentne Sce
Krauss, supra note 3, at 459 (citing A. Mitchell Polinsky, w mics
(1983)). Thus, private drug compames as market actors, and physrcnans and patients makmo
individualized health decisions — rather than the government — are better able to respond to the
medical, pharmaceutical, toxicologic, ethical, and resource consxderatlons involved in demdmu
whether to market a drug to pediatric populanons
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‘ mnsgnuusa_ylmgagﬂd_lm the Supreme Court

develop a pediatric formulation™ in certain instances). [n short, the Pediatric Rule contradicts the
supplemental apphcanon prowslon
C. Judicial Precedent Establishes That FDA Cannot Superlmpose

[ts Own Conﬂlctmg Scheme Of \Iandator\ Pedratrlc Reoulanons .
On Congress s Voluntary Scheme. ‘

Judicial precedent cqhﬁrms that FDA may not superimpose its own mandatory §vstem of

ical area

mcludes the negative of any other mode

US. 11,20 (1979) (intemnal quotations omitted). Applying this ‘weu-estéb‘lished EAndn*fid,

refused to recogmze pm ate causes ot

action for damages for \10latxons of a statute that “nowhere expresslv prowdes for a p n‘atc c;tu.sc'
of action.” [d. at 14, 19- 70 After observmg that “Congress expressly prov1ded both judicial and
administrative means for enforcing compliance,” the Court concluded that “it is highly

improbable that Congress absentmindedly forgot to mention an intended private action.” [d.

(mtemal quotatxons omxtted)

The D.C. Circuit reached a srmllar conclusmn in consndermg the propnety of the \auondl

Mediation Board’s assertion of euthority to investigate representation disputes among a carrier's

employees. Sce Railway La d, 29 F.3d 655, 035-

5>9 (en banc), gm;_nd_e_d_bx 38 F.3‘dt12>24’ (DC Cir. 1994). [n light of a statute that provided for

‘such investigations to be initiated “upon request of either party to the dispute,” the court held that




the Board had exceeded its jurisdiction by initiating dispute investigations sua sponte gitvcn that
C ongress et'fectively hés proxy/i’ded a ‘who. what, wheh. avn’dwhow’ laundry lrst govemikng the
[agency's] authority." Id. at 665, 667. The court further observed that “[t]he duty to act ander
rc?rt:tin _c:'arefully defined circumstances simply does not su’b’s_umethe di‘scretioh to act under

other, wholly different, circumstances, unless the statute bear‘s[ sucha reading"." Id. at 671,

enacted' detarled statutory scheme orantmg FDA hmxted a'

\olunt rlly conduct pedramc studies of certam druvs FDA

manuf urers to conduct those studies. Moreover where’ ‘here Congress etpresslv gave

FDA authonty to request pediatric studies, “it is highly 1mprobable that Congress

absentmindedly forgot to mention” that it also intended to grant F DA authority to require those

same studies.

D. r
Vlandatory Nature Of The Pednatrlc Rule Confirm
The Superiority Of Congress’s Incentive-Based Solution.

The disturbing ethical problems that arise from the Pediatric Rule’s requirement ot

mandatory testing of drugs in children — problems that are minimized by use of a voluntary

peﬁ@igtrtctestir\g scheme — further confirm the superiority of Congress’s incentive-based scheme
over the mandatory Pediatric Rule. First, t'he Pediatric Rule pressures htainuthcturers to cond‘uct
pediatric testing before a drug has been established as safe for adults. Second, by presuming that
all drugs should be tested in children, the Pediatric Rule exacerbates the special risks involved in

pediatric testing.
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L. " The Pediatric Rule Increases the Risk of Pediatric
Testing Before a Drug Is Shown To Be Safe for Adults.

]
< . The domestic and international medical communities. as well as FDA. agree that pediatric

testing génerally should be deferred until Phase 2 or Ph;_asve" 3of the clinical rcéﬁ:arch process. The

. ~ American Academy of Pediatrics, for example. pointed out “without hesitation” in its response to

Docket No 97\1-0165 Regulat1ons Requmng \/Ianufacturers To Assess'the Satetv and

P Effectiveness of New Drugs and Biological Products in Pediatric Patlents at 1.5 (Nov. 13.1997)
& (hereinafter “AAP Comments™]; see Committee on Drugs for the /-\mencan Academv of '

' Pediatrics, Guidelines for the Ethi Ig
=y Populations, 95 Pediatrics 286, 287 (1995) (stating that * studles in children should be preceded
woo by initial clinical trials in adults to provide preliminary pharmacokinetic, safety, and efficacy
- data )[heremaﬁer Emml_ﬁmdshneﬁ"] see also FDA, Eu_b_\m_M:snn.mf_DA_s_Emme_
e | logics (Oct. 27,'1997)
ad

<http Iwww. fda. gov/cder/meetmg/transcnpt/1027ped1 “htm> (remarks of Dr. McCarthy. senior
cesesnnen TESEArch fellow at the Kennedy Center for Bioethics, Georgetown University) (I would make
' sure that the studxes are at least through Phase II in adults before you move to children, and |
would like to see it in two or three phases — older children. then younger children, and finally
= infants.”) [hereinafter “Public Meetmg"] id. (remarks of Dr. Spielberg) (“[P]ediatric studies in
general should not be initiated with a new chemical entity prior to the establishment of the ddult
dose. serum concentration profile, and a clear ‘go’ decision for the drug development process. ™).

i

International Conference on Harmonisation.

S Id. at 62.922 (stating that FDA “is committed to seekmg harmomzed techmcal

= procedures") Snm:larly, the European Committee for Propnetary Medicinal Products“( ‘CPMPY)
. - (Contmu;d
-
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- also expressed its commitment to deferring pediatric testing ina 1977 repon entitled 'g’,';\;iju-;u k'

 betore infants and children are exposed to the agent.™”

Congress's voluntary incentive scheme minimizes the risks arising

the product is safe for adults. |

By contrast, the Pediatric Rule’s mandatory approach exerts enormous pressure on"_r

v manufacturers to conduct concurrent pedlatnc testmg glven that thelr drug products cannot be

-y

approved and marketed until safety and efﬁcacy testing 1s complete See 21 C.F. R 3135500,

. Contmued) o
determined that, “'In general, safety studies should be conducted first in animals as a part ot the
routine pre-clinical development, then in adults, and subsequently in younger patients.’
European Agency for the Evaluation of Medicinal Products, Committee for Proprietary

Medicinal Products, Note for Guidance on Clinical [nvestigation of Medicinal Products in
.Children, at 2 (Mar. 17, 1997). The age categories for pediatric testing also conflict with those

set forth in the CPMP. See id. at 4-5. Such inconsistencies in timing requirements and a(re
categories could force sponsors engaged in the intemational pharmaceutical market to conduct
duplicative studies, thereby exposing more children than necessary to the risk of drug testing.
resulting in what one drug manufacturer has called a “tremendously wasteful™ allocation ot
resources. Letter from Glaxo Wellcome Research and Development to FDA Dockets
Management Branch re Docket No. 97N-0165, Regulations Requiring Manufacturers To Asscss
the Safety and Effectiveness of New Drugs and Biological Products in Pediatric Patients. at 13
(Nov. 12, 1997) [hereinafter “Glaxo Wellcome Comments™]. e :

Children, at 5 (1977) [hereinafter “General Considerations in Infants and Children™]. =
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Manutacturers naturally will try to place valuable new treatments into the hands of adults wio
need them as expeditiously as possible. The Pediatric Rule. however, hinders manul'acturcrs"
efforts to do so by requiring that;‘ hefore adults may have access to the new drug. it must {irst be
approved as safe and effective for use in children. Thus. FDA has limited manu tacturerSto three

undesirable choices:

() ) tést the druo
pronding itt ai
above bv premat

(2)  testthe drug on adultsv first to ensure hat it is safe and effecme be
testing it on children, thereby causmg undesired, and potentiallv hfe
threatemng, delays m makmg the treatment accessrble to adults or

(3) redirect research and development efforts away from diseases occurrmU m
both adults and children and toward diseases occurring exclusively in
adults to avoid this conundrum altogether ulttmately harming chtldren by
limiting the quantity and quality of avarlable pediamc treatments, both olf-
label and on—label 5

n light of these altemames F DA s clatm that “[n]othmg in the rule requires concurrent testm X

in adults and pediatric patients, nor testing in infants and neonates before testing in oider
children,” 63 Fed. Reg. at 66,642, rings hollow.
Nor does FDA’s relia_nce,upon the Pediatric Rule's deferral provisions solve this '

dilemma. S_e_e id. (“[I]ndustry comments appear to have misunderstood the explicit deferral

prOVtSions of the rule and perceived them as rare exceptions to a usual requirement tha
and childrenbe studied at the same time.”), LcL at 66,640 (arguing that “the rule will not require
studies in settings where ethical or medical concerns militate against studies™ and that the Rule’s
deferral provisions are speuﬁcally designed to ensure that no pediatric study begins until v’there
are sufficient safety and effeetiYemss data to ,conelude ;t_hat the study is ethically and medicall v

appropriate™). Those provisions are merely exceptions to the general rule that all pediatric




testing must be completed before a drug can be approved and marketed. S¢e 21 C.F.R.

§ 314.55(a).
Moreover. FDA has indicated that deferral should rarely be granted. FDA. for example.,

refused one pharmaceutical company’s request to recogmze cxrcumstances in which FDA would

automancally grant deferral. Instead, F DA adopted rules that give FDA complete discretion to

determme whether deferral 1s appropnate S_e_e 1_d_ § 3!4 53(b) (1999) 63 Fed. Reg. at 66.043

& The need for deferral must be consndered case- by~ca FDA has funher\\amed [hu’t

defeﬁ‘al is not necessanly warranted where analvtxc tools and clinical methodologies cannot be

easnly adapted to pediatric patients,” nor are “[d]lfﬁcultx
formulation™ llkely grounds for obtaining a deferral. L(L at 66 644

Even in the rare mstan_ces where deferral may be granted, the Pediatric Rule places a high

premium on testing new drugs on children as early as possible. Apphcatxons for deferral must
e AT e S A R E
" not _only ‘provide a certification from the apphcant of the grounds’ for delaymg pediatric studics™

and *‘a description of the planned or ongoing studies,” but they must also include “evidence that

the studies are being or will be conducted with due diligence and af the earliest possible time.™
21 CF.R. § 314.55(b).”*

[n sum, FDA has done little to address legitimate concems that the Pediatric Rule

o

essenwt‘i'elly mandates concurrent testing. Rather, it has summarily dismissed these concems.

leaving ethical issues unanswered and raising additional concerns about how it will apply this

H [n light of this substantial premium placed on early drug testing on children, FDA"s other
proffered justification of the safety of the Rule - i.e,, that “no pediatric study may go forward
without the approval of an [Institutional Review Board], which is responsible for ensuring that

the study is ethical and adequately protects the safety of the subjects” - prov1des little comfort.
63 Fed. Reg. at 66,640.
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W here the vast ma}onty of that testing WI” ulnmatelv prove unn

E\ en for the drugs that successfully reach Phase lll FDA self h

new mandate. This response is insufficient as a matter of law. See, e.g.. Motor Vehicle \ i<

,‘*@s‘ll v.‘_State Farm Mut. Auto. [ns. Co., 463 U.S. 29. 43"‘( 1983) (holding that “agencyv must

examine the relevant data and articulate a satlsfactory evplanauon for its action™).

lt ts pamcularly troublesome for F DA to subJect children to_ﬁthe rrsl\ of concurrent testing

sary. Only a tiny fraction of

kdﬂh}f;childrc‘n,v

g "”Makv“ ’5 ] 99\ ]

(wntten testlmony of Kenneth Kamn) [heremafter Kamn Te nmony ] % As one commenter

observed “up to SO% of drugs are abandoned before phase 3 " Se_e 63 Fed. Rev at 66.643.

stimated that onlv about

: 65% of all [new molecular entmes] that enter phase lII tnals are eventually approv ed Pedutm

’ __auemi._ﬂegmgng_ns_ge_q_tmmg_Mgmfapturers To Assess the Safetv and Effectn eness of New
Drugs and Biological Products: Proposed Rule, 62 Fed. Reg. 43.900. 43.911 (1997): accord

Ry

S_e_e Krauss, sup[a, note 3, at 462 (“Onl>l one out of 3 OOO new drugs now complete [the

drug approval] process successfully.™).

*  Accord David A. Kessler, The Regulation of [nvestigational Drugs, 320 New Eng. J.

Med. 281, 282 (1989) (“[Tlhe vast majority of preliminary drug studies do not lead to marketing
apphcatxons ™).

37

. FDA’s posmon in the Pediatric Rule is that pediatric testmg for products meant to cure
serious diseases that are less than hfe-threatemng should begm when data is available “from the

'imtlal well-controlled studles in adults” — L&, at the end of Phase II. 63 Fed. Reg. at 66.643.
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Kaitin Testimony. supra p. A-2! (stating that only 64% of the drugs that begin Ph45e I testng
eventually receive market apprm'al).
These “drug dropout” rates establish that the Pediatric Rule w1![ SlejCCt chlldrm to risky

testing of products that will never even be marketed in the U. S * Indeed, by F D~\ s own |

calculatlons fully _hlnx_p_er_egm of the chlldren 'who would be exposed to druu“itestmu Lmdu‘ Ilk |

Phase III or later. See 62 Fed Reg at 43 911 If some pedxamc testmg occurred before Phase -

[11. the number of children needlessly put at risk would be even hloher than F DA s .700/ estimate.

To expose children to huge risks unnecessarily, even before minimal satetv and emuu

e e o) «u‘na e b

“of drugs for adults has been established, violates the whole purpose 'o'\f the 'Pedi;tﬁi'ic Rule.:‘\!i hth :

is purportedly to make treatments safer for children. In addition, this potential 'e?posure o

highlights the superiority of Congress’s voluntary approach to pediatric testing. That approach

KR ]

See Public Meeting, supra note 30 (statement of Dr. Walson, Division Head, Clinical
Pharmacology/Toxicology, at Children’s Hospital in Columbus, Ohio) (referring to “negative
guinea pig image of [pediatric] research”).

0 FDA's assumption that only 30% of pediatric testing will be unnecessary is inconsistent
with its position that “[p]edlame studies of drugs and blologxcs for hfe threatemno diseases may
in some cases be appropriately begun
available.” 63 Fed. Reg. at 66,643,

Sy 8,

E




allows for maximum ﬂembxhty in ensurtng that such testing is both necessary and :atg l nm (s

initiation.™

2. The Ped:atrlc Rule Exacerbates the Speclal Risks '
and lef'cultles lnvolved in Pedlamc Testmg

The Pediatric Rule’s req,uirement that néw'drugs be llhivérs_ally teSte"d\on children unlcss

reluctan[:cé]t to érl'roll'-tlr{elr éﬁxldreﬁ m a clinical studjyk.‘"i' Ac\:lyyclbi-tlonally, “;tt]here'are practical

studles Other problems mclude obtammg mformed consent the limited number of

consistent with anticipated benefit.” FDA, (

- Drugs (1977), at ii; agcord id. at 1.
o | * Public Meeting, supra note 30 (remarks of Dr. Clemente).
42 ‘ m‘

3 See E_tmg_a]_ﬁmdghms iup_r_a note 30 at 292 (observmo that "obtammo trulv mtomud
consent may be difficult [in children with chronically progressive or potentially fatal dxse‘ms]
because of the child’s debilitated condition or the mental and emotional state of the’




P R Y

investigators who have expertise to conduct trials in young children. and determining appropriate é

timing ot clinical trials in light of the child's maturation.* Additionally. special risk tactors f
apply to children, including “discomfort. inconvenience. pain. fright. separation from parcnts or

T RS . iR ) é

SN TR AN S AR E

RS R . ~, - : - :

‘familiar surroundings [and] effects on growth or development of organs.™ E

Yet another barrier to conducting clinical trials in pediatric patients is the difticulty in :

;

j

¢

mxmmal nature‘ofthe attendant nsks w7 S LIRS SHERL SRR

' The scheme that Congress established in F DAMA;’nﬁnimizes siich croblems.’ Because :
ﬁediavtr’ic: testiné’ 1s encour;ged)b‘ut notrequlred manufacturers can determine when; and\\ l‘l‘:(hcl'. :
to conduct sucﬁ testing. Manufacturers are therefore llkely to’ac)t"e‘r ‘i'esiing unnltheyaresurc \Ath;u |
the pi'oduct will gain approval for use in adults and there isr (vicmoknstx";t;cl pednamc i‘nter’est. Ihus‘
pfcducirig a pcfcf;tiél “sickvchild” populatiori for testirﬂlg.’v Thls wmnowmg process will elimmate ‘

T Letter from Novams Pharms. Corp. to F DA Dockets Manacemem Branch re Docket No.
97N- 0165 Pediatric Patients: Regulatlons Requiring Manufacturers To Assess the Safety and |
Effectiveness of New Drugs and Biological Products: Proposed Rule, at 3-4 (Nov. 13, 1997). '

s Ethical Guidelines, supra note 30, at 288. |
e See General Considerations in Infants and Children, supra note 33, at 5 (“Based on
ethical considerations, sick children rather than well ones wxll be the principal source of the |

expenmental population . . . .").

u E_meﬁmdghnc_s supra note 30, at 288.
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- promulgated under other authontxes ‘of Iaw

~a large number of products from consideration for testing on children. The Pediatric Rulc. by

_contrast. exacerbates these problems by virtue of its universal mandatory approach to pediatric

testing.

“E.  Section 355a(i) Of FDAMA Does Not Allow FDA”,VTO e
Bootstrap [ts Authorltv To Promulgate The Pediatric Rule L

Contrary to FDA’s clalms 21 US.C.§ 3’55‘a(1) does not support its positi‘bﬁ:i‘l’ikat’tl‘rc' -

e L

4 37, a1 (D D C 1999) (acknowledgmg that apart from congressnonallv‘ enacted levlslam e

incentives for pedxamc testing, such testmg ‘1s not otherwxse requlred of druo manutacturers )
Rather it recogmzes that there may be situations where FDA properlv may requlre pedutm

testing under preemstmo statutory authontles such as where a manutacturer declines to disctuim

| "pédiatﬁ¢ uses. As discussed in Appendices B and C below, FDAsrule goes far beyond its

preexisting authorities. Section 355a(i), which deals with the consequences of properly required

testing, cannot expand these authorities. See 21 U.S.C. § 355a(i) (Supp. III 1997).

* * *
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[n sum. the Pediatric Rule is inconsistent with FDAMAs voluntary pediatri¢ exclusit ity
and supplemental application provisions. It is, accordingly, an impermissible exercise of FDA s

regulatory authority.

. THE RULE CONFLICTS WITH CONGRESS'S GOAL oF
STREAMLINING AND ACCELERATING THE DRCG
APPROVAL PROCESS.

Another of Congress primary concerns in enacting FDAMA was th Sabls Tone

delay between a manufactu

sronrﬁcantly delayed the mtroductlon of new drugs to the Umted States market * A study that
was reported in 1992 estimated that “the cost of bringing anew drug to market" had increased

230% overa ﬁfteen-year nme penod From 1963 to 1975, the average cost of dev elopmu a

e PR S R f@%w%w‘w&

new drug was $125 million. From 1981 to l990 the cost av eraoed SJ‘)-& mtllton A\'er;tge_dru;

review time has almost doubled from two years in 1962 to more than three years tn 1989, and the
time re::uired to gather data has more than doubled from three years to between six and seven

years.”'

Costs, Sept. 1990, at 35-36. '

+ See Michael R. Ward, Drug Approval Overregulation, 1992 Regulation: Cato Rev. of

Bus. & Gov’t, No. 4, at 49; see also The Cato Institute, Handbook for Congress (105th
Congress), at 342 (1998) (stating that cost of drug development has increased by over 400°. in

less than two decades).
® © See Goldberg, supra note 19, at 45.

3 See Ward, supra note 49, at 49.
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While cost and delay have dramatically increased. the number of unsate drugs has not
declined correspondingly. ** Moreover, the number of new drugs introduced in the U.S. has

declined by tifty percent relative to other industrialized countries. Although the United St’;ués‘ -

‘leads the world in researchmg develop’ihg, and patenting valuable new dmg:‘ire
1979 to 1989, the United States Patent and Trademark Office granted betw

. drug patents annually — ir

those represent reformulatlons of existing products N Sxmxlarly, “[o]nly 77 /o of recentl\—

approved new drugs in the U.S. were first marketed in this country; 54% were 'av',ail_a_‘ble oneA’dvr |

__more years in a foreign marke_twprio’rwto U.S. approval . . . . For b}ippharmaceiiti alkm,oducts -

approved in the U.S., Europe, and Japan, 58% originated in the U.S., 47% beuan chmca[ t;:tm“ ‘

in this country, but only 18% were first marketed here.” Kaitin Testimony. §L1m'_ap A-21. i'[n

. contrast, 57% were first marketed in Europe and 25% were first marketed in Japan.” Id.

2 S_e_ch s_cg_alsg Goldberg, smzx;anote 19, at 43 ¢ ‘[T]he FDA’s reoulanon o ,ne\s druu ‘
approvals yields little in the way of additional safety. In fact, over the past 70 years the number
of drugs that the FDA or manufacturers pulled from the market because of safety coticemns hus
been insignificant both here and abroad. Worldwide only a handful of drugs have been
discontinued for safety reasons, and little difference exists in the rate that unsafe drugs have been
pulled from the market in the United States and the United Kingdom. ")

33 See Ward, supra note 49, at 48.

34 .[.d.;



Unsurprisingly. FDA’s onerous regulations have caused Britain to overtake the U.S. as the world
leader in introducing new drugs to the market.”

Doctors are also highly dissatisfied with FDA's lengthy drug approval process. Recent
polls commissioned by CEI revealed that “67% of the neurologists and neurosurgeons strveyed

~ believe that the FDA takes too much time to approve new drugs and medical devices. and 38",

~ agree that such delays cost lives."™ Sixty-five percent of cardiologists and 77% of oncologists

3 ’a ree that | FDAlstoo sIOW, in aPPrO‘ving 'new drugs 'and\inediealla . Sand57% 0(» o

A cardlologlsts and 47% of oncolognsts also agree that FDA s delay m 'ovmo druos costs

lwes ¥ Exchty percent of neurologxsts and neurosurveons clalm that the approval process ‘on at
,Ieast one oc'c'asi,ﬁon, prevented them from treating their pati‘ents with the best possible“care."’ whilc

71% of cardiologists and 63% of oncologists agree that “FDA’s approval process has hurt [their]

ability to treat [their] patients with the best possible cars ‘more occasions.”

¥ See Kazman, supra note 48, at 40 ("“From 1977 to 1987, 204 new drugs were introduccd
in the US; of these, 114 were available in Britain, with an average lead-time of more than five
years per drug. On the other hand, of the 186 new drugs introduced into Britain during this
period, only 41 were already available in the U.S. and then only by an average lead-time ot two
and a half years. As for exclusively available drugs. there were 70 in Britain but only 34 in the
bS ") Similarly, a Competitive Enterprise Institute publication reveals that it took FDA nearly
two years to approve taxotere, a drug designed to treat advanced cases of breast cancer. while the
C anadians had approved the drug in a year and the Europeans in 16 months. See Julie C.
Defalco, Competitive Enterprise Institute, m@mmmmmﬂm
Lag and FDA’s Performance, at 2- 3 (Feb. 1997).

5" Competitive Enterprise Institute, A National Survey of N eumlg,xsgs and Neurosurgeons
Regarding the Food and Drug Administration, at 1 (Oct. 1998).

37

Id. at 12 (citing surveys of oncologists and cardlologlsts commissioned by CEI in July
1996 and August 1995, respectively). -

33 Id, at 2, 14.
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Congress recognized all ot this. As a House Report discussing the proposed druy
modernization legislation notes:

Currentlv it takes nearly 15 vears to develop a new drug - twice the time required
in the 1960s. New scientific knowledge can produce effective new treatments tor
uncured diseases, but a druo development process slowed by outmoded reuulauon
' ,{ma\ mean that cures come too late for many patrents : R R

Untortunately, many pattents do noy :

ntand 'annro"v al

the_EDA__reqmrementithat_add to develoome

tl’me mthout

H. R Rep No. 105 310 at 34-35. The Senate noted srmtlar problems concernmg the protracted.

ket a new drug:

i complex, and expenswe nature of obtammg.;-EDA,‘,appmvaLtdtmar

w; Over the years, and particularly thh the enactment of requirements that

w the FDA determine that drugs and devices are effective as well as safc, the FDAs
. requirements for clinical testing and its premarket reviews of new products have

f grown increasingly complex, time-consuming;, and costly. ‘From the 1960’s to the

1990’s, for example, the time required to complete clinical trials for new drugs
has grown from 2.5 to nearly 6 years. Appltcatlons for the appro» al of new drugs
typically run to hundreds of thousands of pages in length Accordmg to a recently
published study, from the beginning of the process to the end. it takes an average
~of 13 years and costs in the range of SSOO mtllton dollars to bnng anew dru0 to

market.
- S. Rep. No.1105-43, at 6.
- To address this problem, Congress included a number of provisions in FDAMA intended
: , to streamline and accelerate the drug approval proc.ess. l-"or example. Congress enacted a fast-

e track approv al process to* expedtt[e] the approval of‘ drugs and btologtcal products that

demonstrate the potenttal to address unmet medncal needs for serious and ltfe threatenmu
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o were to:

conditions.” H.R. Rep. No.‘ 105-310. at 54; 21 U.S.C. § 356 (1994 & Supp. [I[ 1997). I_‘ikc’u N
Congress adopted provisions designed to “'[s]treamlin[e] clinical research on drugs.“' H.R. Rep.
No. 105-310, at 69, 21 U.S.C. § 355(i) (1994 & Supp. III 1997). Further. Conuress allowed FDA
to approve an NDA based on only “‘one adequate and well-controlled chmcal investigation and
co_nﬁrrnatory evidence,’f 'ra\ther’ ,th,an the two investigations that FDA often hadﬁrcquii,red. Id.

§ 355(d); see H.R. Rep. No. 105-310, at 67, Primary purposes underlying this latte?ﬁxb\ ision

reduce the number of patlents reqmred to undergo clinical trials and the o
possibility of recelvmg a placebo; reduce the cost of drug developmem” and thus.
the ultimate cost of a new drug to the public; reduce the total time needed to
obtain FDA approval of anew drug, increase the number of new drugs that can be
investigated; and thus speed the development and avaxlablhty of important new?
drugs to help improve the public health.

Id. at 68.

IR ARG mww»mwwﬁw ST

Far from makmg the drug approval process simpler, speedler ‘and less costly :h’owu Lr;

the Pediatric Rule instead renders the process more expensive, proi‘racted. and ivnefﬁeiem.' as
discussed in more detail below.
A The Pediatric Rule Further Delays Bringing Drugs To Market.

The increased testing and formulation requirements of the Pediatric Rule wi 1“1:'del‘ay the

R R P R N e R

drug approval process, direetly contravening FDAMA's goalbof aceeierating)dmg épprovals. For
example, one survey of drug manufacturers showed that it takes from five months to four vears

to develop a pediatric formulation.”® Moreover, requiring additional clinical studies can onlv

"° See Letter from Pharmaceutical Research and Manufacturers of America to FDA Dockets

Management Branch re Docket No. 97N-0165, Pediatric Patients: Proposed Rule Requiring
Manufacturers To Assess the Safety and Effectiveness of New Drugs and Biological Products. at
‘ {Conunucd
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t medication. Indeed, it will not onlyk e adults who suffer be,eéu‘s‘ethey'ztte‘_d

hinder even further a drug approval process that is already subject to sharp congressional
criticism for its protracted nature. Sge supra pp. A-26 to A-30.
Substantial social harm results from this unwarranted delay. Even "[b]y a conservative

estimate, FDA delays in allowing U.S. marketing of drugs used safely andetfecmelv dSC\\ here

vear

around the world have cost the lives of at least 200,000 Americans o_\(ert;l_j‘e

the pediatric context, FD w testing and tbhm_tl,ati‘oyhbrequi"r{em 'v{jlcf’l'ttx; wr

delay the access of 1 rugs to the market ThlS demal to the oeneral populatton of thes;

v MW)“"’”

beneﬁcnal treatment will hamtpatt ts 'yyho are unab:le to obtain potentiiii

access 1o sate

' and effective treatments. Even the ehtldren' that the Pediattie Rule burpons to help will instead

be harmed because they w1ll no l'ort'getﬁbe ab‘le to obtain beneficial drugs A‘n an off-label ba51>

As one commentator pomtedly asked, “if a new drug will save lives after IIS a_

oval. then how
many lives were lost while it was being reviewed?""'

The dtfﬁculty of detectmg the victims of FDA’s “drug lag renders the arm even more

insidious. When FDA approves a harmful drug too qulcklv the polmcal outcry of new spaper

(...C ontmued)

“ 8 (Nov. 13, 1997) (cxtmg tnformal survey of PhRMA member companies) [heremafter PhK\H

Comments™].

0 Bandow, supra note 29, at 1 (quoting Robert Goldberg of Brandeis Univ‘ersity)' see |

Gregory Conko, Slo__mg_DQmDmg_Apum_aLledm_c_Cgsﬂx USA Today, July 21. 1998.

at 10A (“While the FDA approval process is intended to keep unsafe drugs off the market. its
overcaution in reviewing new drug applications otten keeps potentially life-saving therapies out

~ of the hands of people who need them.™). For specitic examples of lives lost due to overcaution.

see Krauss, supra note 3, at 467-68.

o Kazman, supra note 48, at47.
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headlines, television coverage, and congressional hearings creates pressure on FDA. When IFD A
delays approval of a beneficial drug, however. the victims are “invisible.”™ The victims of druy

lag and their families rarely know of the error and therefore cannot complain. The Pediatric Rule

has only reinforced this harmful political incentive f6r FDA to be overcautious in a‘ppfio;ifné

druos Thus despite FDA’s best intentions, the Rule asa practncal matter max larvd\ ignore B

the felld % rio admonition of even o’he of the R’uIe"s '“r'ﬁ"ost' ‘afde”ﬁ"t ’stfip’p‘drtérs:

- _Ren druu to non- pednamc
i populanons [because t]he goal is to accomphsh pediatric studies so the drug may
be labeled for mfants and children, not to deprtve a'nor 1atnc populanon ofan
‘ ‘xmportant drug e

&
£

B. The Pedlamc Rule [ncreases The Costs Of Drug Approval

" The Pediatric Rule also will lead to increased research and development costs. which will

be borne by manufacturers and consumers alike. ' v

e s B U S A o b

Fat e SV

“ See Walter E. Wllhams Ihs_Axgumem_EQLELes_Mﬂms_MgmLuy_s_Eiﬁmx 15

Cato J.. Nos. 2-3, at 183 (Fall/Winter 1995/96) (“In all interventionist policy there are those w1
are beneficiaries and those who are victims. [n most cases, the beneficiaries are highly visible
and the victims are invisible.”); Kazman, suprg note 48, at 41 (**As former FDA Commissioner ¥
Alexander Schmidt once stated, ‘In all of FDA’s historv. [ am unable to find a single instance
where a Congressional committee investigated the failure of FDA to approve a new drug. But
the times when hearings have been held to criticize our approval of new drugs have been so
frequent that we aren’t able to count them. The message to FDA staff could not be clearer.”

e quoting H.G. Grabowski & J.M. Vemnon, The Regulation of Pharmaceuticals, at 5 (1983))): i

Kazman, supra note 48, at 41-43 (contrasting reaction to erroneous approval with reaction to
~erroneous delay). ,

5P

prrmp Ny

o3 See Ward, supra note 49, at 47 (“Drug approval stringency . . . exceed[s] what is socially
optimal because the FDA is more adversely affected by approving harmful drugs than by
denying approval of beneficial drugs.”); Kazman, supra note 48, at 42 (“The political invisibility

“of drug lag’s victims is the major reason for FDA's inherent overcaution in approving new
drugs.”).

ot AAP Comments, supra note 30, at 6.




1. The Pediatric Rule Increases Manufacturer C osts.
FDA has substantially tmderestimatedmthevmonetary cost of the studies that manutucturers

must now conduct. [n its Final Rule, FDA estxmated the cost ot the Rulc to he S-lo S mithon. a

lition to the incre:

' to mcreased manufacturer development costs assocnated thh the now-required development of

-
mé - pediatric formulatrons Drug manufacturers who responded to EDA’s proposal of the Pediatric

Rule showed that FDA “orossly underestxmated the number of drugs for W hxch new tormul

dtions
i i . i . P e R R TR ‘,.f < it
g E S i

would be requnred 76 \/Ioreover one survey showed that developmgva pedratnc formulatton ror

a smcle drug product now costs between SSOO OOO and $3. 5 mtll %" Taken together. the

i ;

o Qo_mp_ax_e Letter from Wyeth-Ayerst Research to FDA Dockets Management Branch re
" Docket No. 97N-0165, Regulations Requiring Manufacturers To Assess the Safety and

Effectweness of New Drugs and Biological Productstn Pediatric Populations: Proposed Rulec.

6- 7(\Iov 13 1997)_111363 Fed. Reg at 66 663 .

“" S_ee £.g., Glaxo Wellcome Comments supra note 32, at 14; se_e_g_ls_q id, at 2 ( The
- proposed new rule . . . will have a resource impact on the mdustry and FDA far greater than FDA
- has estimated . .. .”).
7 ©7 See PARMA Comments, supra note 59, at 8 (citing informal survey of member
- companies); id, at 25 (“Some companies have spent millions of dollars in efforts to dev clop a

: pediatric formulation and some have given up the pursuit atter multiple efforts to dev elop a
e pediatric formulation have failed.”); see also Public Meeting. supra note 30 (remarks of Dr.
- Clemente) (*[T]he formulation question is a very important one | . a formulation for a chlld is
- truly a daunting avenue to approach.”).
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substantial number of products for which pediatric formulations likely will be hecessar_v and the

enormous development costs for each of those products equal a staggering increase in

manufacturer expenditures to bring a new drug to market.
2. The Pediatric Rule Increases Consumer Costs.

Drug companies will not be the only ones who suffer economic bu

Pediatric Rule. Const

- at least some of their inc

the need to a‘lbl,ow for the

formulations.™

C. The Pediatric Rule Exacerbates The Inefficiencies Of
The Drug Approval Process.

Many drugs are of little or no use to pediatric populations. Moreover, creating pediatric

formulations is difficult. Accordingly, establishing a presumption that magufab " rers r‘n‘u"st;'test
drugs on children and develop pediatric formulations will lead to an inefficient use o f both |

FDA’s and drug manufacturers’ resources.

FDA, the American Academy of Pediatrics, and sponsors of drug devel‘e\pfmeﬁvt' all ngrcc

that a large number of dmgs, perobably ythe-majoﬁty, are of limited or no beneﬁtjo hpediatrie :

patients.”” Yet despite these limited or nonexistent benefits for many drugs, the Pediatric Rule

o Glaxo Wellcome Comments, supra note 32, at 11-12.

o See Cohen Testlmony, supra note 21 (noting that “‘pediatric use represents a relam elv

small segment of the total market for a drug”); Wmmmmm,
: WWMMMWM
Proposed Rule, 62 Fed. Reg 43,900, 43,902 (1997) (observing that *“[n]ot all [\Iew Molecular
(Continued. .
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presumptively requires pediatric testing and formulation development on all new drues  und
even some marketed drugs — and for “‘all relevant pediatric subpopulatlons including neonates.
mtants children. and adolescems 21 CFR. §§314.55(2). 201 22a).

FDA's reliance on the Rule’s waiver provisions in response to concems that many dx"u?'S

do not have pediatric uses’ is not reassurmg See 63 Fed. Reg. at 66 64445 Alt’houuh FD ~\

a waiver, FDA creates a broad presuntiption that it will require such testing,
such testing.” Even if FDA were to waive the requirement for most drugs,”

requiring all manufacturers to compile data to support waiver requests and c'on'sidéfirihg each

request would largely be a wasted.effort, resulting.in.a-significant and unnecessary drain o hoth

public and private resources:.”

Nor was FDA’s response to concerns that required testing in each pediatric age group

would be excessive and unnecessary any more reassuring. Rather than addressing these concerns

or providing further guidance in the preamble to the Pediatric Rule. FDA instead insisted that it

(... Continued)
Entities] have usefulness i in pediatric patients”); Letter from Merck Research Laboratones (0
FDA Dockets Management Branch re Docket No. 97N-0165, Regulations Requmncr '
Manufacturers To Assess the Safety and Effectiveness of New Drugs and Biological Products in
Pediatric Patients, at 9 (Nov. 12, 1997) (“FDA and sponsors agree with the American Academy
of Pediatrics that there are substantial numbers of drugs, probably the majonty of those
developed, which would be of limited or no benefit to pediatric patients.”); PhARMA Comments.
supra note 59, at 20 (“Physicians caring for children use relatively few of the hundreds ot drugs
and bxologlcs currently marketed ™).

o See, e.g., AAP Comments supra note 30, at 4 (* Wawers should be oranted RAREL\
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still believed that “studies in more than one age group may be necessary.” Id.”" FDA's Final
Rule gives it absolute discretion to decide whether to waive testing requirements in particular
pediatric age groups “if data from one age group can be extrapolated to another.” 21 C.F.R.

33 55(a) This response is insufficient as a matter of law. Sge, g.g.. Sg,m de 363 U'S. at

43 (holc@;pg that “agency must examine the ;elgyantnda;g and articulate a satisfactory explanation

for its action”).

detrimental effects of this inefficie mited manufacturer drug

g developm@n& resources extend beyond mere economic inefficiencies. The regulations also will

J

- hamper. valuable new drug innovation. * Reqummy that druvs be tested concurrentlv tn adults

and chlldren will further discourage sponsors from pursuing high risk projects. > The Pediatric

R FDA'’s statement is even less assuring in light of the limited resources that it has to ’

xmplement the rule. See Public Meeting, supra 5@}&30 (stat v;,;of Dr. Temple, Execum e
" Director of Medical Affairs at McNezl Consum cts Company) (“Unless additional
resources are provided, and unless additional helpis avallable the challenges to [FDA] to

implement this proposed rule will be enormous. [FDA] will need much outside assistance.”).

- See Goldberg, supra note 19, at 40 (“[T]he FDA’s approval procedures have short-
circuited the natural process of incorporating . . . information in the development of new
products. The FDA in effect forces pharmaceutical companies to reinvent the wheel, thus
driving up development costs.”); Handbook for Congress. supra note 49, at 342 (“Just as control
of information in despotic countries destroys creativity and innovation, the FDA's monopolx on
the research, development, and use of new medical knowledge is choking otf the next medical
revolution.’ "); Krauss, supra note 3, at 462 (observing that “substantial increases in the cost ot
developing a drug for the United States market,” largely caused by FDA's “involvement in
testing” . . . will “affect both the number of new drugs developed and the market price of
developed drugs during their patent monopoly™).

- See Glaxo Wellcome Comments, supra note 32, at 11-12 (“[S]uch a requirement during
the investigational phases would necessitate diversion of resources from concurrent competing
programs (e.g., development and testing of adult formulations). If resources are diverted from
development of an adult formulation, the larger patient population would not be served and [he
sponsor would be less prepared to generate the pharmaceutical data necessary to achieve
approval of the adult formulation.”).
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_ Rule will divert limited company resources from the research of new therapics to pediatric wials

that explore limited, and possibly inappropriate, uses of existing products. By diverting

~ resources, the Rule will hurt patients who await new life-saving discoveries. * [t may cven give

 treatment

companies an incentive to focus their research on diseases that almost exclusively affect adults. |

" “questionable.” FDA has failed to demonstrate that pediatric populations are being denied needed

s, or that offr-’lkabel uses of adult-use drugs are any less safe or effective than they would

~beif those use(syWerek on-label. See Home Box Office, 567 F.2d at 36 (“[A] regulatibn perfectly

£ A A

* reasonable and appropriate in the face of a given problem may be highly capricious if that

problem does not exist.” (internal quotationszblr'hifféd))t;’;sgi&bgVf orthwest Airlines. Inc. v.

“4

See Handbook for Congress, supra note 49, at 342 (observing that FDA’s drug approval

" “process “is raising the cost of essential drugs and denying sick people access to lifesaving
" medicines™); Krauss, supra note 3, at 458 (observing that FDA's “certification monopoly "~ over

A SR

drugs “has arguably cost thousands of American lives™); id, at 471 (noting that “efforts to extend

- the EDA,ﬁ_;fv__c\qrytiﬁcgtkiqn monopoly to off-label prescriptions have cost lives and money™).

>

For example, FDA’s assertion in its Proposed Rule that the ten drugs most prescribed tor

" children all lack adequate pediatric labeling is simply inaccurate. See 62 Fed. Reg. at 43.900.

As the Pharmaceutical Manufacturers Association of America has explained: five of the ten
drugs cited by FDA already contain pediatric labeling; one is in the midst of FDA’s approval
process; one does not have labeling, but extensive dosage information about it is available in
pediatric and standard medical texts; one does not have an NDA on file to amend because it has
an exemption under the grandfather clause; and one states on its label that it is not approved for

' diaper dermatitis. PhRMA Comments, supra fiote 59, at 4-5.
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Goldschmidt, 645 F.2d 1309, 1317 (8th Cir. 1981) (same). [nstead. FDA relies on nothing more

than a handful of anecdotes documenting adverse reactions in children trom off-label druy uscs.
See 62 Fed. Reg. at 43.901.
Adverse drug reactions, however, regularly occur from on-label uses as well. " Thus.

identification of a few ad‘v'erse ,;react»igns‘ from off-label drug uses in pediatric populations is an

" Rather, FDA m

msufﬁment Justlﬁcatlon for the Ru stablis,h,t.hat

those reactions could have been prevented 1f those sa e, products had been te ¥ d‘appr’oved

for use in chi[dren', taking' intq account, of ‘c_:boursye. ‘thelikeli;hood of_ _,adverse drug reactions

might occur asa result of the cl:inical‘te§;ing ,itself'

Even if the amcles descnbmg these scattered mstances of adverse reacnons dld sugg est
that pediatric testing of an unapproved product migh_t lead to fewer adverse drng reactions than

would waiting to prescnbe that product in chlldren until a&er 1t has been approved as safe and

effective for adults 1solated anecdotes cannotksuvfﬁcle to snpport tne sweepmg reoulanons )
embodied in the Pediatric Rule. Seg, ¢.8., 5 U.S.C. § 557(c) (1994) (“All demsxons. including
initial, recommended, and tentative decisions . . . shall include a statement of . . . findings andv
conclusions, and the reasons or basis therefor, on all the material issues of fact, '1aw', or discretion

presented on the record . .’ ") S_m_e_F_a;_m 463 U.S. at 43 (holding that “acencv must emmme

the relevant data and amculate a sansfactory explananon for 1ts action’ ) |

Inc. v. United States, 371 U.S. 156, 167 (1962) (rejecting agency decision where “[t]here are no

)

See Beck & Azari, supra note 4, at 82 (emphasizing that “previously unknown satetv
concems can arise with labeled as well as unlabeled indications™).

R
it
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tindings and no analysis . . . to justify the choice made{] [and] no indication of the basis on
which the Commission exercised its expert discretion™).”

[n sum. the Pediatric Rule is not only inconsistent with FDAMA, itﬂis\izilso b‘adiﬁo{‘l."il’c_iﬂ

Far from streamlining and accelerating the drug approval process. the Rule ¢ mplicates and

, To the extent that there remains some lmgermg concern over the avallablhty and sam\ of
, current pediatric treatments, Congress has already addressed the problem by enacting the
Pediatric Exclusivity provisions in FDAMA. FDA cannot override Congress’s policy choice
= concerning the most appropnate means of addressing this issue. See¢ supra pp. A-10to A-12.
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APPENDIX B:

THE PED[ATRIC RULE CONTRAVENES THE LONG- ST-\ND[\G VIE\\
OF CONGRESS, THE COURTS, AND FDA THAT FDA'S JTHORITY
IS LIMITED TO “INTENDED,” OR CLAIMED, USES OF DR[;'GS AND
DOES NOT E\COM’PASS USES THAT FDA COVSIDERS "FORESE E-

e professronaljudgment | '»

3 ~The federal food and drug regulatory structure that C ongresshas

- demonstrates that manufacturers determine the “intended uses™ of their preyduEtsthjre"ugh't;l'telr' '

labeling claims. It also shows that a use does not become “intended” merely because that use is

R SRR

FDA’s junsdlctlon.

i Ample judicial authority confirms that the “intended uses” of a drug are limited to uses

claimed by the manufacturer and do not include uses that are foreseeable but not clatmed bv the

N manufacturer leewxse ‘as Congress shaped the F DC A F DA repeatedly advnsed that its

regulatory authonty extendedkonly to “mtended uses.’ Wthh denved from manufacturer claims.
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and that it could not regulate other off-label uses. FDAs actual practices in enforcing the food

and drug laws confirm this limitation on its authority.

: Despite the settled understanding that FDA may legitimately regulate only the “intended |

uses” ~ Le., claimed uses - of a drug, FDA, in promulgating the Pediatric Rule. now asserts that

its regulatory authority encompasses foreseeable uses as well. See 63 Fed. Reg. at 66.657-58

(asserting that ™*[i

ntended uses’ encompass more than the uses explicitly included in the

manufacturer’s proposed labeling™ but also include “actual uses of the drug of which the

manufacturer has, , are not p‘r.o'meted by the '

purportedly subjecfto 1ts

authonty include pedxamc uses of new and marketed drugs and‘blologxcs prevxouslv apprm ed |
only for adult use:

Pediatric patients are a significant subpopulatioﬁ affected by mapy of the same
dlseases as adults, and are foreseeable users of-new: drugs and blolozlcs

Id. at 66, 645 s_eg_a_lsg id. at 66,653 (“FDA belleves that it has ample authority to requnre
pedlatnc studxes of marketed drugs and blologxcs 7).
[n an even bolder attempt to expand its power beyond claimed uses, FDA also argues that

a foreseeable use remains foreseeable — and therefore purportedly subject to FDA’s jurisdiction -

‘even where such use is not expressly recommended or is even disclaimed” - as are all pediatric

: The Department of Health, Education, and Welfare. the predecessor to FDA’s current
parent agency, has condemned this practice. In a 1977 report, the Department stated that it
“would be inappropriate for FDA to require a drug sponsor to investigate new uses fora
marketed drug or the use of the drug in different patient populations, unless there is reliable
evidence of widespread unapproved use of the drug. If FDA wishes to explore new or different
uses for an approved drug, it might consider financing the studies itself.” Department of Health.

Education, and Welfare, m&:wmmm&mm at 97 (1977).

e

e scre
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Ty

.....

, drugs occur'm pedlamc populattons

uses ot adult-use drugs. [d. at 66,658; 21 C.F.R. § 201. J/(ﬂ(‘))(x ) (requiring manutacturer to
disclaim pediatric uses of adult-use drugs). FDA even applies its “foreseeability” theors to drugs
that have not yet been marketed and therefore have never actually been used in pediatric

populations. For these drugs, FDA purports to establish a‘b;e_r_seylegal presumption that their usc

in pecuatric popuiations is foreseeable solely because the diseases treated by those proposed

As Congress, the courts, and even prior FDA 'stafé: fits'and pract av e"continmd ior

5 . vears however Congress has not given FDA such sweepmcJ owers to treat foreseeable UScs s

‘?é R hv{«)’ﬁ&‘)&

mtended uses,’ particularly where disclaimed Rather as d _ onstrated below Conoress has
limited F DA to ensurmg that the claims made in a drug s labelmg are true In hght of this well-

settled understanding, FDA cannot regulate off-label pediatric uses in the manner t)roposed by

the Pediatric Rule.

L THE LEGISLATIVE DEVELOPMENT OF TH

CONCEPT IN THE FDCA CONFIRMS THAT

_ INTENDED TO CONFINE FDA’S REGULATORY“AUTHORITY TO
' CLAIMED USES OF A PRODUCT.

Since the enactment of the first federal food and drug ’lawb nearly a century ago. Conygress
h.as' consistentiy limited FDA’s drug regulatory authority to “‘intended uses™ - Le., uses claimed
by _themanufacturer. In light of this unambiguo'us history. F DAs assertion of authority to
require a manufacturer to study uses of a drug that:a manufacturer doesnot claim but that FDA
deems to be foreseeable — in this case pediatric uses - is untenable.

[n 1906, Congress enacted the Pure Food and Drugs Act. the first national effort to
protect’ the public health by regulating drugs. Pub L. No. 59-384, 34 Stat. 768 (1906). The Act

defined “drugs as (1) products hsted in the United States Pharmacopoeta or National Formu!ar\
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or (2) “any substance or mixture of substances intended 10 be used for the cure. mitization. or

prevention of disease of either man or other animals.” Id. § 6, 34 Stat. at 769. The 1906 Act

prohibited the sale only of “adulterated” and “misbranded” products, which were produycts whose

actual composition deviated from the composition specified in the label. & §§'8, lOB-lSun at
770-71. As long as the product s label accurately reflected the product s composmonwthe |

product fell out51de the 1906 Act’s regulatorv scope. Thus. manufacturers c0uld de

“intent” necessary to brmg a non hsted product within the 1906 Act’s reaulatoyryt scope solcl\ by

the claxms that they madc in the product s label Indeed 1f unlabeled but

product to cure, rr;extxgare, or preven_t disease sufﬁced to establish the requisite “intent” to
categorize the product as a drug, then many “drugs” anomalously could not be re'gulatfe::cil under
the Act, which only condemned products as “adulterated” or “misbranded” on the basis of their

label claims. See id.

In 1938, Congress enactedkthekFo’od Drug and Cosmetic Act (“FDC

717,52 Stat. 1040 (1938) which made a number of key changes to the 1906 Act but drd _.Q_l lltu‘
the claims-based nature of the “intended use™ concept. Most significantly, Congress required. tor
the first time, that before introduction to the market for commercial distributionr manut‘aclurcrs

of new drugs must afﬁrmatlvely demonstrate that the drug is safe “for use under the condmons

prescnbed recommended or suggestedmhe_pmgsg_dmugmmf L¢ § DOJ(d)(l) D-
Stat. at 1052 (codified as amended at 21 U.S.C. § 355(d)(1)).2

» “Labeling” was defined to include “all labels and other written, printed, or graphic matter
(1) upon any article or any of its containers or wrappers, or (2) accompanying such article.” Pub.
L. No. 75-717, § 201(m), 52 Stat. at 1041 (codified as amended at 21 U.S.C. §37l(m) (1994)).

")’Pub L No. 73-
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As this last change tllustrates, Congress's limitation on the scope of FDA premarket

safety review to claims in the manufacturer's labeling demonstrated Congrch‘s understanding

that FDA could reoulate onlv the uses w thh a manuracturer claxmed in ltS l" bc

hrig

product s mtended uses.’ Conoress dnd not extend F DA authonty to un

safe but also effectlve for each “use

prescnbed recommended or suooested mn the labelmU

™ } FDA’s reliance on its regulation defining “intended use” in support of 1ts argument that
“intended uses” include common or foreseeable uses is without merit. See 21 C.F.R. § 201.5
(1999) (defining “intended use” for a drug); id. § 801.5 (defining “intended use’ “fora device).
Both regulations dlStlnngh between intended uses and common uses. This readmg s confirmed
by the text of the FDCA, which requires that a drug or dewce be safe and effe
- labeled uses. See 21 U. S.C. §§ 355(d), 360c, 360e (1994 & Supp I 1997).

to define “intended use” as ause that the statute does not require to be safe and effectx
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claims tor effectiveness, whether made initially in a new-drug application or at any time
thereafter, must be supported by ‘substantial evidence’ ... .").

The legislative history surrounding the enactnaent of the 1962 Drug Amendments
demonstrates that both Congress and FDA used tﬁe terms “claimed use.” “intended use.” and
"conditions prescribbed, recommended, or suggested in the Iabye’l»irté"‘interchartéeabhtv; F er |

example the Senate Committee Report descnbed the bill*: as requlrmu "a premarl\etmu shm\ iy

that all new drugs are effecme ‘as well as safe :LQ[__hgun_g_nhd_gd_u_sgﬁ S Repk \o 8

f _bﬁZ)_qmgg_ml%?USCCA,

. pt. 174

dthat 1f “the drug s generally ’ecogn

ggndmgns_fQL_mgh_mﬂm_e_mgd 1t is not a new drug ” HLR «Rep \Io 87 2464 at 8 (196’

Similarly, the Secretary of Health, Educatlon, and Welfare (“HEW’ ), FDA s parent

agency, tesuﬁed during hearings for the House version of the bill that it would operate b\
~‘Zw>ﬁw;mm G .

WM&M&E&M@.@@ asﬂwell as safe before thu
are marketed.” See Drug In

and Foreign Commerce, 87th Cong. 61 ( 1962) (statement of HE‘W Secretary Ribicoff). The

HEW Secretary made a similar comment with respect to the Senate version of the bill. Druy

&mm,_o_n_the_.[udmm, 87th Cong. 2583 (19‘61 )(statementofHEW Secretary Ribicotf) |

(testifying that HEW supported the legislation because “*(tJhe manufacturer should satisfy the

! Both the Senate and the House versions of the bill contained the ultimately enacted

requirement that a drug be found to be effective for use “‘under the conditions prescribed.
recommended, or suggested in the labeling.” See S. 1552, 87th Cong. § 4(a)(9) (as mtroduced)
(1961); H.R. 11581, 87th Cong. Title I, Part A, § 102(d) (as reported) (1962). '




_the"product's “intended us

' pre_: ously approved ptoneer druo can avord the expenst

: re; tew requtred to obtam approvaI of a standard \_DA P

FDA that his product is etfective for the purposes claimed before it is marketed™). [n short. there
was unanimity that “claimed use.” "intended use.” and “use under the conditions prescribed.
recommended, or suggested in the Iabeling"tvere SYRONYMous terms.

~ The Drug Price Competition and Patent Temt 'Res\toir’atioh Act of 1984 turther illustrates

the critical link that exists between a manufacturer’s ¢

set forth in a product’s labeling and

. In that Act, Co d an “abbreviated new drug

lication™ ("ANDA”) proC_édure by Which the man er of a generic version of a

an'd time—consumino testinu ;mLI

L ‘\Io 98 417, 98 Stat I\S

(1984) (codtﬁed as amended at21 US.C. § 355(J) ( 1994 & Supp III 1997))
In substance, the 1984 Act provides that if the ANDA applicant shows that a druo s

btoequtvalent to (the same in the body as) a ptoneer druo that alreadv has been approv ed and

’:tf“the labelmo proposed for the ne\vdrug 1S th_s_ame as the [abelmo approv ed tor the hthd

dr_ug, F DA must approve the drug w1thout req‘utrmg_ addxttonal chmcal testmg. 21 US.C.
N 355( § )(2)(A)( iv), (4)(F). In other words — and contrary to FDA’s present position with respect
to the Pedtatnc Rule - FDA could not requtre ANDA apphcants to study or clatm foreseeabh.

off-label uses as a prerequ1s1te to approval of the follow -on genenc product Rather an ANDA

BRI R

could claim only those conditions of use that previously had'been approved in a pioneer druy

application. See H.R. Rep. No. 98-857, pt. 1, at 21 (1984), reprinted in 1984 U.S.C.C.AN.



R e Sl

2647, 2654 (“[r\]n ANDA may not be considered for a condition of use that has not previousi
been approved for the listed drug.”™).’

Notably. the 1984 amendments retained the FDCA's requirement that FDA app‘ro\'c cach

intended use before a drug is distributed. Se¢ 21 US.C. § 355(d). Thus. because'(.l“),gcncric
drug manufacturers could not seek approval for foreseeable off-label uses of the ploncer produu

on the basis of an ANDA and (2) approval of an ANDA swmﬁes that the genenc druu is sate

and etfectwe for each of its “mtended uses,’ the 1984 amendments esta&hsh that Convress dxd

SR

not con51der foreseeable off-label uses of the pxoneer product to be mtended'luses of the uLnu @ ‘

follow-on fOr whi’ch approval was requ1red.

Most recently, FDA asserted the authority to regulate off-label uses of devices in
connection with Congress’s 1997 enactment of FDAMA. Congress, however, rejected FDA's

assertion of jurisdiction and refused to make such uses “intended uses” for which manufacturers

G R s S T

were required to establish the safety vaudmeffecti-\‘/’encast of the prOduct. S_gg e.g., SRep \o [O3-
43, at 27 (“This section includes two provisions that express the'comrﬁiftce’s spécrﬁ'c intention to
limit FDA’s review of premarket submissions to the proposed labeling before the agency.™).
Instead, it temporarily authorized FDA, in reviewing a submission under 21 U.S.C. § 360(k). to |
require a manufacturer to mclude in the labeling of its device a statement of * appropnate
1nforrr1atron;’ about an unclalmed use if — but onlv if - FDA eupresaly detemuned in writing that

there is “‘a reasonable likelihood” that the device will be employed for that unclaimed use and

This process was analogous to provisions in the earlier enacted 1976 \/Iedlcal Device
Amendments, which allowed FDA to give clearance to substantlally equivalent” follow-on
devices as long as they claimed only the “intended uses™ approved for the pre- existing devices
that they imitated. See Pub. L. No. 94-295, 90 Stat. 539 (1976) (codified as amended at 21
U.S.C. § 360c()(3), (1)(1)(A)).
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that “that use causes harm.” Id. § 360c(i)( 1 {(E)(i) (1994 & Supp. [II 1997) (substantial
cqui‘valence); id. § 360c(i)(1)EXiv) (five-year sunset on FDA authority). This limited provision

did not authorize FDA to require manufacturers to conduct additional clinical s_ttul'd,icsﬁtiuﬂl" tln.

unclaimed use in order to demonstrate the safety and effectiveness of that use. Rather. it required

" manufacturers to submit previously known information concerning that use. inclu

that a drug may be used for pedlatrlc purposes, FDA may not reoula e suc

Il THE COURTS HAVE CONSISTE‘VTLY CONF[RMED THAT
COMMUNICATED MANUFACTURER CLAIMS DET
“INTENDED USE.” .

Ample Judxcxal authorlty supports the essenual link between manufacturer c‘ s and

Ws “intended uses” and denies FDA the right to deem foreseeable uses as "mtended [ndeed ‘the

N “courts “have always read the . . . statutory definitions employing the term ‘intended’ to refer to
— spec1ﬁc marketing representatlons Ammg&n_ﬂsallhﬂ&diw 574F. SUPP 1498,
i 1505 (S.D.N.Y. 1983), aff'd on other grounds, 744 F 24 912 (2d Cir. 1984) As early as M..
w v. United States, 264 F.79 (Sth C1r 1920), “intended use™ was based upon claxms ‘ " !

= foreseeable effccts. ’In 1953, the Second Circuit held that claims were essential to estublish an

B-9




“intended use.” See FTC v. Liggett & Myers Tobacco Co., 203 F.2d 933,955 (2d Cir. 1935

(per curiam). aff'g 108 F. Supp. 573 (S.D.N.Y. 1952)." “The real test is how was this product
being sold?" United States v. Nutrition Serv., Inc., 227 F. Supp. 375, 386 (W.D. Pa. [904).
aff g ,“347 F.Zd 233 (SdCir. 1965).

The DtStl’lCt of Columbta Dtstrtct Court and Ci it

FDA s attempt to regulate druos beyond the"

not only for labeled uses but also for possxble mtsuses) SAm | ha A» 0
V. M g;b gws, 530 F.2d 1054, l055 (D.C. Cir. 19,76) (McGowan, J., concur_ring) (“The FDA

contends that where there exists a documented pattern of drug mtsuse contrary to the mtended

Vuséé specrﬁed in the labelmg., the drug is unsafe forapproval [absent further FDA regu atton] .
The court rejected as out51de of FDA’s statutory authority FDA'’s attempt to reoulate methadone
in this manner. See Amg_nggn_ﬁh_ann,_A_ss_n 377 F. Supp at 877 The appellate court athnmd
per curiam “‘on the basis of the opinion of the District Court Amgng_@n_f_ham_zsss_n S30F.2d

at 1054 s_eg_alsg uL at 1055 (McGowan, J concumng) (agreemg W1th dlStI‘lCt court that

methadone is safe for its 1ntended use notthhstandtng the pOSSlblllty that it wrll be emplox t.d n

unintended fashions™).

o The FDCA’s definition of “drug” had been imported wholesale into the FTC Act as part
of a provision dividing responsibility between FTC and FDA C_Qmp_ue 7l U.S.C. § 321(g) 1)
(1994) w with 15 U.S.C. § 55(c) (1994). it i

B-10 -
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[n 1980, the D.C. Circuit again confirmed that FDA's regulatory authority is limited by
manufacturer claims. Sge A_SI;{, 655 F.2d at 238-39. Spcciﬁcally. the court held that:

the crux of FD A jurisdiction [lies] in manufacturers reoresentatlons as revelatory

of their intent. . .. ~The manufacturer of . through his rcprcs;nmuons n
connecuon W uh its sale can determ - use ‘rch the amcle is to bc

o S - Because FDA had shown no inclination to change its statutory interpretation at that time.
the court noted in dictum that it was not deciding whether such a change would be possible.
- ASH, 655 F.2d at 242 n.10.
) Courts have repeatedly relied on manufacturers exphcrt clalms regardmo thelr products
to rule that the products are drugs See, gA-R)

preventatlve cure for throat and
' ‘ 2F3d7 (10th

~; , a‘“twproduct would
ehmmate bad odors in animals); d Nos, “8™ "”“49“.

777 F.2d 1363 (9th Cir. 1985) (holding cocaine ‘substitutes to be drugs because manufacturers

promoted their products as cocaine substitutes); United States v. Guardian Chem. Corp.. 410
F.2d 157 (2d Cir. 1969) (noting that promotional literature making drug claims would be

- sufficient to regulate product as a drug); Gray v. United States, 174 F.2d 919 (8th Cir. 1949)
(finding that substance was a drug based on representatio that product would “correct ulcers™):

United States v. Research Labs.. Inc., 126 F.2d 42 (9th Cir. 1942) (holdmg that product was a ;
el drug because it was represented as a treatment for arthritis); , 853 Fo
Supp. 534 (D.R.L. 1994) (finding that hair products were drugs’ because'manufacturer marketed R
- the products as hair growth stimulation and hair loss prevention products); United States v. Vita
o (Continucd.., )
o :

oo . : B’“
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\‘ that re

[n sum. judicial authority confirms that only claimed uses quality as “intended uses.” o
those claimed uses therefore delimit FDA's authority.

[Il. FDA HAS CONSISTENTLY AND REPEATEDLY TOLD CONGR
THAT THE ONLY “INTENDED USES” OF A PR
TO ITS REGULATORY AUTHORITY WERE
MANU FACTURER CHOSE TO lNCLbDE IN"

FDA 1tself has repeatedly adv 1sed Conoress and others that only manuracturer statements

establish mtended use.’ The issue otten arose with respect to tobac

oard’ are. frequent and unequtvocal The Department of J’ usttce accurately mmanz;d

FDA’s hxstortcal position in a 1980 brief defendmg F DA s conclusron that it lack Jurrsdlcnon

to regulate cigarettes:

In the 73 years since the enactment of the original Food and Druv Act and in the
41 years since the promulgatton of the modern Food, Drug, and Cosmettc Act the

i S S R RO

(... Continued)
ﬂgg_l_th_?_[gds‘__[.m‘ 786 F Supp. 761 (E.D. Wis.) (concluding that hydrogen peroxide solutions
were drugs based on manufacturer clarms about the solutions), aff’d, 985 F.2d 563 ( 7th Cir.
1992) (table); United States, v, Undetermined Quantities of “C Q* * *, 776 F. Suep
249 (E.D.N.C. 1991) (holdmg"that‘prodﬁ"ct marketed to public f purpoéé of weight
appetrte suppressron, and preventton ofv_co;lon} cancer was a drug); United State: s
" 716 F. Supp 787 (S D. Y. 1989)
(finding that product was a drug because manufacturer claimed therapeuuc effectonthe
product’s label); United States v. Articles of Drug, Foods Plus. Inc,, 239 F. Supp. 465 (D.N.J.)
(concluding that product was a drug based on manufacturer’s representation that it would cure a
wide variety of ills), remanded on other grounds, 362 F.2d 923 (3d Cir. 1966); United States v

250 Jars, etc.. of U S, Fancy Pure Honey, 218 F. Supp. 208 (E.D. Mich.), aff’d, 344 F.2d 288
(6th Cir. 1965) (concluding that product was a drug based upon representation that product

would cure a wide variety of ills); United States v. 3 Cartons, 132 F. Supp. 569 (S D. Cal 193’)
(concludmg that products at tssue were drugs based on manufacturer representatlons)

C 1CHIS m

focas |




Sand

_ proposed usag{ an lev

manufacturer ‘° Srmllarly,

R Bnef for Appellees, at 14-15 20 19 AS_H_,_Hams 6: F.

[Even before the 1950s. there are many examples} of [FDA’s] interpretation that
cruarettes and related tobacco products are not a "drug” under the Act gxcept

when there are health ¢: , including correspondence between the agency and
members of Congress. . . . These records, including correspondence dating from
at least as early as 1940, show that the Commissioner’s interpretation was in
“accordance with the contemporaneous construction of the 1938 Act by the persons
clmrved with its administration.’

dosage level for. Wthh h‘ »wrll seek FDA approval FDA s ltmrted role is “'to decide that “

are both safe and effecttve based on th‘

a former Bureau of Drugs Director conc_ , 'is nei‘ther

authorized or equlpped to carry out studies of its own, nor can it control a t' m's decrsron about

rug Industry -

the mvesttganon or productron of one of its drugs

, . 1981))(\0'
79- 1397) see Bureau of Chemlstry, United States Department of Ag‘ culture. Servi g‘g and

No. 13, MMWMEM&L
_nd_Dm.s.Ac.t 24 (1914) (“[T]obacco and its preparauons when labeled . . . to indicate their us
for the cure, mitigation, or preventron of disease, are drugs within the meaning of the act and. a3
such, are subject to [its] provrsrons . [T]obacco and its preparations which are not so labeled
and are used for smokmg or chewmg or as snuff and not for medicinal purposes are not subject to

the provrsrons of the act.” May 24, 1963 FDA Bureau of Enforcement Gurdelme [gp_u_m_QJ
) 971

Mm,_qn_ﬁomm:m 92d Cong 240 (1972) (“The statutory basrs for the exclusnon of
tobacco products from FDA's jurisdiction is the fact that tobacco marketed for chewmg or
smoking[,] without accompanymg therapeutic claims, does not meet the definitions . . . for food.
drug, device or cosmetic.”); mmmmwmu%mmimm

| House Comm. on nterstate and Foreign Commerce, 89th Cong. 193 (1965) (FDA Commissioner

Rankin's testimony admitting that FDA “has no jurisdiction under the Food, Drug, and Cosmetic
Act over tobacco, unless it bears drug claims™).

10

John Jennmgs
1967, at 14~15 B

0, FDA Papers. Nov
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Hearings Betore the Subcomm. on Monopoly of the Senate Select Comm. on Small Business

93d Cong. 9406 (1973) (statement of Bureau ofDrugs Director Henry E. Simmons)
More recently, former FDA official Stuart L. Nightingale acknowledged that “{w |hile thc

FDA can and does encourage the submission of s'upplemental NDAs for unlabeled uses. the

decision about whether or not, and whert, tqsubmit,ﬁs_ttch_an application is the decision ot the

s‘ponSor. " Atcontemporaneo:.ts trade”

Perhaps former F DA oft' cial J.

FDA s-etirrent attempt to reoulate alleoedly foreseeable off ,Iabel uses 1S rmproper w hen he stated

‘ that:‘

it is essential that those of us in regulatory agencxes and in the leoal profession not
take offense at drug usage outside the package insert merely because it is
occurring. We must understand how our drug labeling system works and
recognize that such usage will occur as a necessary part of the practice of good

medicine; and the more current the physrctan Is in hlS practxce the more often it
will occur. ; ent

In sum, the evidence is overwhelming that Congress, the courts. and FDA have. for

nearly a century, considered “intended uses™ to be limited to claimed uses. FDA’s recently

It

Stuart L. thhtmgale Unlab_cl;d_[ls:s_g_f_App_r_Q_e_d_D_mzs 26 Drug Information J. 141.
142 (1992) (originally presented at the Drug Information Workshop, Oct. 1990).

12

S_e_eIhg_EQA_and_QfﬁLab_eLng_LLsg U.S. Reg. Rep.. June 1989. at 2-3 (“Obviously.

drug manufacturers are under no legal or regulatory obligation to discourage off-label drug usc or
to legitimize unapproved indications by pursuing FDA approval.”).

13

J. Richard Crout, In_E[mmﬂhe_Lg__ly_Ragkagg_mm 29 Food Drug Cosm. L.J. 139.
143-44 (1974). '
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promulgated Pediatric Rule is inconsistent with this uniform interpretation. [ndeed. the Pediatric
Rule is an even more dramatic departure from this well-settled understanding because 1t not onlyv
treats “foreseeable uses” as “intended uses “but it also purports to create a per s¢ legal

presumption that pediatric drug uses are “f'oreseeable based on nothmu more than the

occutrence in pediatﬁc patients‘ofthed g treats. 'FDA"appu"es“‘misprcs'uaja’bt;a;a”“

of a drug in pediatric populations. and cven

ey en where the mi;..'ﬁ,ufacturer expressly disclaims

n pediatric populations. In light of FDA’s

.where the drug has never ‘actually been‘ u

 departure from the w we “settled and

 that far exceeds even FDA’s positio

embrmle i"_ the regulatlons eompnsm

IV. IF FAITHFULLY APPLIED, THE\FORESEEABILITY TH’EORY )
UNDERLYING THE PEDIATRIC RULE WOULD HINDER THE‘ o
- "APPROVAL OF BQ ( V-
PRODUCTS AND
- MARKETED PRODUCTS TO{B _DECLAR

A The Approval Process For Ploneer Products Would Be Hmdered

" Carried to its logical conclusion, FDA s foreseeablhty theory underlvmo the Pedlamc

Rule would seriously delay and complicate the process of obtaining FDA approval for pioncer

drugs and devices.

Many drugs and devices originate or are first approved and used outside the United

States. By the time FDA approval is sought, a range of uses may be documented in the literature.
- [mportant uses of a new drug or device also may emerge during the often lengthy period of FDA

“  The Supreme Court is currently considering FDA’s new mterpretanon of intended use
: and its concomitant assertion of jurisdiction over tobacco products in FDA v. Brown &

Jmn_’[gb_ag_c_o__(lm 153F3d155(4th Cir. 1998), cert. granted, 119 S. Ct. 1495 (1999).




review. See United States v. Algon Chem. Inc., 879 F.2d 1154, 1163 (3d Cir. 1989) ("New uses
for drugs are often discovered atter FDA approves the package inserts that explain a drug’s
approved uses.”). Some uses. however. are far more difficult to test than others;’bthors My not

appear economlcallv 1mportant enouOh to Justtfy the conSIderable e*(pense ot s

arate testing. -

Thus ‘lhc v

Under the conventional view, the manufacturer determines the intended

by what is claimed in the labeling. A manufacturer with limited funding can thus target key uses

for initial approval, bringi_ng the drug or device quickly to the market, even though ¢ other

foreseeable uses may merit later supplemental testmg and approval to expand the scope ot a

manufacturer’s promottonal clatms about the product So long as the labelmv de ' lnes ‘thg’
intended uses, however, none of the emerging new uses can delay or c_o‘mplicate approvall of the
original application. vThis long-standing view of “intended uses” enables manufecturers to place
valuable new drug treatments into the hands of patients who need the,m‘i;n an etfﬁc,le;n,t and

expedmous manner.

Under FDA’s novel posmon that it has the power to deﬁne foreseeable uses as lntcl’ldcd
uses, manufacturers would be denied the choice to market a product for limited uses only.

Because manufacturers must establish that all “intended uses” are safe and effective, no drug or

. See Michael P. VanHuysen, Note, Reﬁqnmuhei_amﬁmm_ﬂ_&mss #9
Admin. L. Rev. 477 488- 89(1997)

ug or dev lce_

of the dmcle

§
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'FDA could

more useful the new product turns out to be the longer it woul d tal

patients;'

“Hoe

device approval could be granted until gvery foreseeable use had been tested and supported.
Thus, the manulacturer W ould ha»e to make an all- or-nothmv choxce either test and obmm
approval for all foreseeable uses as defined by FDA. or torego FDA dppro»al entirely.’

Even for a manut‘aeturer opting to go forward and subject ‘.its_elt’ to this Qnem,us scheme.

ce 1t repeatedly to rev15e its labelmg and supplement lts submlssmns conductm"

’ 'sansfy FDA s' ever evolvmu a "’d

process o ally. the
o ge it appro'yedmfor any

use at all In short consnsterlt apphcatxon of FDA $ foreseeabllxty theory would senouslv

obstruct a drug innovator’s ability to place valuable new treatment it to the hands ot aulmU

'B. ~ The Approval Process For F ollow-O‘okProd‘qet‘ ouldBeThwarted |

Consistent application of FDA'’s foreseeability theory would create similar problems tor

follow-on products. The ANDA process to obtain expedited approval of a generic drug. sce |

" The problem does not arise solely from a manutacturer S actlons -\ctlons ot the lllLdl\,\ll ‘

' professron completely independent of the manufacturer can make a use foreseeable. For

example, a physician, in the course of practicing medicine, may try a drug or device fora new
use in a few patients and report the experience at a professional conference or in a medical
journal. Other physicians may try the new use. Their success may lead to further
communications, perhaps on the Internet. Very soon, the use becomes foreseeable. But all
“intended uses” must be approved by FDA and described in a product’s FDA-approved labeling.
See 21 U.S.C. §§ 355(a), 352(f) (1994); 21 C.F.R. § 310.3(h)(4) (1999). If every foreseeable use
were an inte use, then every drug and device with a foreseeable off-label use created in the
manner Just ‘ nbed is being marketed unlawfully ' T

B-17




L.S.C. § 335(j). and the substantial equivalence clearance process tor tollow-on devices. \-Qc

§ 360(k), 360c( D). (1) (1994 & Supp. Il 1997), limit the intended uses that may be approved.
Sce supra pp. B-7 to B-9. Speciﬁcolly, the labeling of a generic drug seeking ANDA uppro{ a

must be substantially identical to that of the pioneer. See id. § 3350U2AN) (NG 2L CEFR.

§3 1494(&)(8) (1999). Likewise, a follow-on device must be “substantially ‘e("j;ﬁi\'alﬁevht“ﬁfo’ e

JGOC(I)(I)(A) 21C, F R § 807. 97(a)(5) (1999) Ifthose”re u

@y&w@f‘”

denv approval orclearance S_QQ"I USC §§ 3 SSU)<4)(B) 360(n) (Supp (I 1997)' In:othu

; " \vords follow on products are prohrbltecf from havmg any mtended uses or in dlcatxons that % L
not approved for the pioneer product and supported by its labelmo o

But circumstances at the time that a manufacturerksubmi_ts a fo‘llowforlnapplicatioh -~

B

oenerally at or near the end of the penod of patent exclusmty may be very dlfferem from those
when the pioneer product entered the rrrarket The pioneer will have been orr the tparl\u ‘f‘Ol \.{(;{1;
time, and important off-labe! uses may have arisen from the medical ‘c’ommﬁhit'y’ks experience
with the product. '’ Indeed, those may be the predominant continuing uses, as other new

products may have rendered the original “intended uses™ largely obsolete.

» \o 1mped1ments to approval anse under the understandmg of mtended use" that existed
before FDA’s pediatric rulemaking. As long as the labeling of the follow-on product dxd not
claim an off-label use, that use was not an “intended use” subject to FDA approval - regardless

of how foreseeable, common, and desired it may have been. Thus, the follow-on manufacturer

a One such situation is descnbed in MMMML&MLL
Litigation, 159 F.3d 817 (3d Cir. 1998), pﬁ.t._fQ.LQﬂL_UJS.d 67 U.S.L.W. 3684 (U.S. May 3 L 1999)
(No. 98-1768).
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USC.S 352«)(1) 21 cm§§ 2015 31494(a)( ) (

e mclude,some usi

simply would employ the same labeling claims as the original manutacturer and obtain expedited
approval. providing the competition that Congress sought to foster in enacting the t'o‘llou"'-onliru\:_
and device approval provisions.

: By contrast, under FDA S new theory foreseeable. common. or dgsmd ott-I: xhd Uscs e

mtended uses recrardless of what the ‘_‘ ufacturer clalms A dxle”':"

§ 355GH2NAXY), (4)(G) (drugs):; id. §§ 360(k), 360c(i); 21 CFR. § 807:92'(5)(5‘) (devices: see

also 21 U.S.C. § 360c(i)(1)E)(i) (substantial equivalence for devices). There is o exit from the

“ dilemma. The manufacturer of a gereric drg coutd-irictt theexsénse and delay of a full new

drug application to obtain approval for these foreseeable, but unclaimed. uses. Such a'strateuy.
however, would sacrifice the expedited approval process altogether. Thus, if applied taithiulls.

FDA's new theory would thwart Congress’s goal of increased competit“ion. jeopardizirig the

whole system for approving generic drugs and follow-on devices.

S o Marketed Products Would Be thbranded

fanhful apphcatlon of FDA’s new theory that toreseeaﬁle usesk arde“ ldtendéd - x.nd :
therefore subject to FDA’s jurisdiction — would also wreak havoc among drugs and devices
already on the market. Drugs and devices are misbranded and cannot be sold unless all of their
intended uses have been approved by FDAkand’are supported by the labeling. See 21 U.S.C.

$§ 355(a), 352(5)(1). Taken seriously, FDA’s theory would mean that each time an off-label use

B-19




for an approved product becomes foreseeable, the product would become misbranded (because

its labeling would not support all of its intended uses), and the product would have to be
withdrawn from the market.
D.  Serious Issues Would Arise Regardless Of FDA’s Enforcement Posture.

To avert these difficulties, FDA might invoke “enforcement discretion™ to approve or

allow the cqr»l'tig,‘ued,rﬁnarke‘t_i.ng of drugs and de'kvicfes with unapproved “intended uses.” LSuch Q
regime would be unlawful. See Heckler v, Cherey, 470 U.S. 821, 833-34 (1985) (holding tha

agency cannot suspend a statute).

Even if those difficulties could be surmounted, the FDCA has important effects that arc

not subject to FDA discretion. For example, violations of the FDCA may be a predicate for

state-law tort claims.'® Moreover, competitors, consumer groups, and others often challenge

FDA’s approvals and clearances.’ FDA's new theory of “in

grounds-for such challenges. Thus, agency “discretion” is no panacea.

* * *
" See, e.g., Talley v. Danek Med.. Inc., 179 F.3d 154, 160-61 (4th Cir. 1999); In re
Bendectin Litig., 857 F.2d 290, 313 (6th Cir. 1988); Stanton v. Astra Pharm. Prods., Inc.. 718

'F.2d 553. 563 (3d Cir. 1983). An interesting example presently is awaiting the Supreme Court’s

decision whether to grant certiorari. See In re Orthopedic Bone Screw Prods. Liability Litig..
159 F.3d 817 (3d Cir. 1998), pet. for cert. filed, 67 US.L.W. 3684 (U.S. May 3, 1999) (No. 98-
1768). In that case, FDA refused to clear a follow-on device application with labeling clamuny
an established off-label use, but approved an amended notification that included only the
established labeled uses of the predicate device. The Third Circuit held that the manufacturer’s
omission of a foreseen and desired off-label uses was actionable under a state law tort theory of
“fraud on the FDA." Id. at 829. o N »

®  See eg. Serono Labs. Inc. v. Shalala, 158 F.3d 1313, 1316-17 (D.C. Cir. 1998
Schering Corp. v. EDA, 51 F.3d 390, 395 (3d Cir. 1995). T ;
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In fact. however. FDA does not require applications for pioneer drugs or devices to
justify all foreseeable uses. Nor does it reject ANDA or “substantially equivalent” device

applicat‘io‘ns b"ecfause the p'ioneer product has foresee’able and 'desiredioff-label uses [t also docs

not seize amcles as mlsbranded Just because they have foreseeable and desired otflabeluses o

Desplte FDA s‘Clalms To Deference, The FDCA Must Be Given A :
Harmonious And Consnstent Constructlon That “’i,ﬁ\" Of[ts )
Parts To Functlon As Congress Planned. o e

The FDCA is a complex statutewi thfﬁaﬁv’“fﬁ%?ﬁﬁ?i‘ﬁ?’p"a’"ﬁ .

e similarly

M : complex Internal Revenue Act, this Court said:

: The true meaning of a single section of a statute in a setting as complex as that of
By the e acts, however precise its language cannot be ascertained if it be
- considered apart from related sections, or if the mind be isolated from the history
— of the. legrslatron of Wthh 1t is an mtegral part , ‘ i
wd W 464 U S. 206, 223 (1983) Thus. Engle held that the “duty ofa

revrewmg court is:

to ﬁnd that interpretation which can most fairly be said to be imbedded in the
- statute, in the sense of being most harmonious with its scheme and with the
- general purposes that Congress manifested.

X Id. at 215; w&w 359 U.S. 385, 389 (1959) (“[O]ur task is to fit. it

possible, all parts into an‘harmor’lious whole.'f);v Quﬂafsgn_\g_Augxd_C_m 513 US 5611_1 570




(1995) ("The 1933 Act, like every Act of Congress. should not be read as a series ot unreluted
and isolated provisions.™).
To be sure, FDA’s statutory interpretations are entitled to deference if the Act is

ambiguous. See

(1984). That principle, however, quy se:vt_swthe framqwgr;lg for judicial analysis: it d_oés noy.

lesplace it. S_g_c En,lg 464 U S at 716. 225, : Thus an auencv 's clalm to detGICIlCL cunnot puxml

an aoencv to m_;ect avoxdable dlshannony or dlsregard an® embedded” statutory meaning. i_ id.

i M*‘“F‘w?

at 216, 225 (disapproving an administratiy though i could “be reconciled

with the language of tﬁe statute itself”).
An important element of hannény is Q_Qum;gngy The Supreme Court has rejected
constructions that require giving inccnsisteht meanihgs to the same ‘words' m ihe same statute.
A S§_¢ L8 4
BankAmerica Corp. v. United States, 462 U.S. 122, 128-29 (1983). It also has avoided new

definitions for terms with settled meanings that have been widely understood and relied upon.

1., 508,U.S. 439, 460 (1993);

See id. at 130-32. Where, as here, “the business community directly affected and the entorcing

agency [and] the Congress have read [a] statute the same way for 60 years,” consistency has a

s -powerful claim. [d,

As previously noted, and despite F‘DA‘s contrary assertions, FDA’s new ‘theory IS
contrary to the well-settled understanding by FDA., the courts, and Congress of the “intended
use” concept. Important statutory provisions that are understandable and functional when
“intended use™ is determined by claims would become unworkable under FDA’s new theory |
Far from seeking harmony and consistency, FDA’s new theory is mere expediency, a linguistic v

uggle intended solely to create jurisdiction over off-label uses that Congress never intended.
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A\ FDA'S ABRUPT REVERSAL OF POSITION AS TO ITS AUTHORITY
TO REGULATE OFF-L -\BEL USES CONTRAVENES ITS LONG-
STANDING REPRESENTATIOVS ON THIS M ATTER.
As prev1ously dtscussed3‘for years F DA conceded that its jurisdiction" extended to”d%inwd

drug uses on[v See supra pp. B-121to B [S. FDA S representatlons w:th respect to otf- Abcl

pediatric uses in partlcular were n% less equwocal Indeed f'ormer FDA Commtssxoner D d

Kessler admttted that FDA lacke aul

onty to requnre a manufacturer to conduct pe

Desprte the ardent destre of the F DA to mcrease pedtamc mdtcattons I need to
, s authority. It is our job to review drug
suggested by the manufacturer ‘W' \t hav

SRR

The F DA cannot requtre firms to submtt apphcattons Wg gagng t require

... [Dlespite (FDA’s] public health mandate, Lhﬁ_EDA__cmnm_ggmng]_ﬁgns_tQ

In promulgatmg the Pedlatnc Rule F DA has done a complete about-face from Dr

Kessler s remarks on thxs issue. Desptte the admrssxon by FDA’s former Commtssroner that
“FDA cannot compel firms to conduct tnals on pedxatnc populations of a drug for which_ the

manufacturer seeks approval for adults only, FDA now asserts the authority to require precisely

0

Davdeessler peech of FDA Commissione o Ame n A . 3
(Oct. 14, 1992); see H.R. Rep. No. 105-310, at 25 (1997) (“FDA has never had freedom to
requlre evxdentxary showings that exceed what is requtred under the law for an approval Y.
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such testing. See 21 C.F.R. § 314.55(a) (requiring NDA to contain “data that are adequate to
assess the safety and effectiveness of the drug product for the claimed indications in all rel

pediatric subpopulations. and to support dosing and administration for each pediatric

subpopulation for which the drug is safe and effective™); id. § 201.23(a) (warning that

manufacturers of marketed drugs whose labels “*do{] not provide fadéquat‘é‘:ﬁiih}%f"msitioh to support

its safe

d effective use in pediatric populations for the approv dmdxcanon

submit an application containing data adequate to assess whether the drug product is safe and

B ORT

effective in pediatric ‘po‘pulations"). FDA’s current view that it

to seek approval for off-label uses of their drugs is utterly inconsistent with Dr. Kessler‘s’ B

concession that FDA lacks “authority to require manufacturers to seek approval for indications

which they have not studied.™'

. Despite the previously universal consensus that off—label uses ihclude pediatric uses ot a

drug approved for adult use only, FDA now claims that such pediatric uses do not constitute oft-

label uses. Sge 62 Fed. Reg. at 43,907. Specifically, FDA argues that ehildren no longer are

“viewed as a population entirely distinct from adults™ but rather as a “demographic

subpopulation.” [d. at 43,900-01. Therefore, according to FDA, “use of a drug in children is no

longer considered a new indication” but is now merely a use of a product for its “approved

indications in a significant subpopulation.” [d, at 43,901, 43.907: see 63 Fed. Reg. at 66.634.
06,657. o . , e e e

FDA’s effort to revise what is generally understood is internally inconsistent. On one
hand, FDA pretends that children are not a distinct population but merely a “‘demographic
subpopulation with many similarities to the adult population.” Sge 62 Fed. Reg. at 43,901. On
the other hand, FDA has imposed extensive and onerous new testing requirements — and even
required manufacturers to develop entirely new formulations of their drug — specifically for that
so-called “subpopulation.” See 21 C.F.R. §§ 201.23(a). 3 [4.55(a); see also 62 Fed. Reg. at
43,901 (**Correct pediatric dosing cannot necessarily be extrapolated from adult dosing
information . . .. Potentially significant differences in pharmacokinetics may alter a drug’s
effect in pediatric patients.”). The stark contrast between FDA’s justification for the Rule based
on the professed similarities between adults and children and the dramatically different testing

' ' {Continucd
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Given such a dramatic reversal, the Pediatric Rule will come under far more exactiny

scrutiny should this Citizen Petition culminate in a court challenge. Sge, ... Good Samaritan

Hosp. v, Shalala, 508 U.S. 402,417 (1993) (“An agency mterpretatxon ofa relev ant prousmn

which conflicts \mh the agency’s earher mterpretauon 1s enutled to consxderablv less dctcrcncc

rhan a consxstently held aoency view.” ( mtemal quotanons omltted)) Iﬂle;gmmmm_s

Rﬁmh_&mm_ﬂc‘g 836 F.2d 1349 1357n 19(DC Cir. 1988)("—\5 ueha\c

often sald the weloht we accord an aoencv mterpretanon is determmed in part bv thc

mterpretanon s consnstency with pnor agency pronouncements as w ell as the exwth ot umc [I

aoency has apphed 1ts mterpretatlon and w hether the agencv made its mterpretatzon '
contemporaneously thh the enactment of the statute ( mtemal quotatlons ommed)) In lwht of
the Pedtatnc Rule’s zrratxonahty and i mcon51stencv with F DA’s mterpretatxon of the FDCA in

other contexts, the Pediatric Rule w1ll be unable to thhstand such scrutmy

e

(... Continued)
and formulation requirements mandated for that supposedly similar “‘subpopulation™ undercuts
FDA'’s efforts to consider off-label pediatric uses as being within a manufacturer’s intended usc.

B-25




$19Na0Hd 301440 SN

B R




APPENDIX C:
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ARE DANGEROUS

1 FDA'S AUTHORITY UNDER 21 USC. § 352F) TO REQUIR
. CERTAIN DRUG LABELS TO “BEAR[ ] ADEQUATE
* DIRECTIONS FOR USE” CANNOT SUPPORT THE RULE. .......oooooooovcvrenes c9

= | v FDA’S AUTHORITY TO REQUIRE SUBMISSION OF DATA
CONCERNING INVESTIGATIONAL USE AND TESTING OF
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4 " REGULATIONS FOR THE EFFICIENT ENFORCEMENT OF THE
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 APPENDIX C:

NONE OF FDA’S ASSERTED JUSTIFICATIONS PROVIDE THE

In addition to the numerous shortcommgs of the Pediatric Rule previously dnscusscd the

statutory authortty relied upon by FDA to support the issuance of the Rule is clearly msufflcmu

 toitby Congress ” (mtemal quotatrons omltted)) amensigd_hx 38 F 3d 1224 (D C Cn’ 94 )":‘

Amgngan Em Servs, Ass ILY. Eflg: 767 F.2d 957, 965 (D C. Crr 1985) (“The extent of [
agency’s] powers can be decided only by consrdermg the powers Congress specrﬁcallv uranttd it
in the light of the statutory languageﬁandﬂbaokgroundrll‘«)awwmm i
- In apparent recogmtton of thls well-established principle, FDA has invoked a hodgepodge

of miscellaneous statutory prov1srons in support of the Pedtatnc Rule None of the rehed upon
provisions, however, provide FDA with the requisite statutory authorization to requtre
manufacturers to (1) conduct chmcal studtes of drug uses for which they do not intend to seek

«« approval and (2) devise formulations of the drug tailored to those uses. Far from bemg a |
permissibte exercise of delegated authority, FDA's promulgatron of the Pedratnc Rule represents
an unprecedented and unauthorized foray into controlling the marketing decisions of private dru g
companies concerning which drug uses to pursue and which formulations to develop. FDA
should therefore heed the words of kits former Commissioner by acknowledging its lack of legal

authority to promulgate such regulations and immediately revoke the Rule.
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I FDA'S AUTHORITY TO PROHIBIT “FALSE OR MISLEADING™
LABELING CANNOT SUPPORT THE RULE.

FDA has asserted that its authority to prohibit “*false or misleading™ labeling provides the
necessary basis for the Pediatric Rule, See 63 Fed. Reg. at 00.057. Specitically. FDA claims
‘that it may ﬁnd the labeling for a new or marketed drug to be “false™ and/or “misleading” it it

does not include mformatton suppomng the use ot’ that drug on pedlatnc populattons - even

though the ¥ expltcxtly states that the drug, is for use by adults only and has not been testul on

,sed on thts supposedly “mxsleadmg" labelmg, FD ,‘can then enther deny the \D At

the drug'1 ts i new drug or, 1f the drug is already on the market declare the product to be

mtsbran_ed - S_ee 21 U. S C §§ 352(a), 355(d)(7) (1994 & Supp III 1997) The commonsmse |

deﬁmtlon of “misbranding,” however, demonstrates that thrs argument is fatally flawed. as do
FDA’s own pre-Pediatric Rule regulations.

As an initial matter, even the term “misbranded” beties:FDA’s conclusion. By its nature.
that term sugoests that any alleged “misbranding” can be remedred by changing the wording on
the label. FDA’s reliance on its “misbranding” authority as owtug it broad power to require
additional clinical studies and the development of pediatric formulations — as opposed to a

reworded disclaimer — is misplaced.

= Moreover, FDA’s pre-Pediatric Rule regulations already ensure that the labeling for drugs
that the mdﬁufacturer seeks or has obtained approval to market for adult use only will not be
“false” or “misleading” with respect to pediatric uses. Specifically, pre-Pediatric Rule
regulations require the label to include detailed information fully disclosing not only information

concerning use of the product on adults but also the “limitations of usefulness of the drug™ on

C-2




pédiatric"'populations. 21 CF.R. §201.57;d. § 201.57(C)(3)(i) (1999). In the pediatric content.

for example, FDA regulations unambiguously provide that:

Bl

[f the requirements for a finding of substantial evidence to support a pediatric
indication or a pediatric use statement have not been met for any pediatric

~ population, this subsection of the labeling shall contain the following statement:
. . P _.v L e . . K . vﬁ':‘ & S iy e ,l'. . f g e

Id. § 20L.57(5)9)v). FDA also requires any hazards associated with use of the drug on pediatric

 populations to be described in the labeling. See’id. |

 disclosing the lack of testing on children of a drug mark

considered “false.”

. Nor can such labeling credibly be deemed “mise:

the term “mislead” means “to lead in a wrong direction or into a mistaken action or belief often

.»J by delibérate deceit.”' Labeling that unambiguously 'discioées that an adult-use drug’ has hovt‘
M ;been!e_’stablished_t_o be safe or effective for pediatric popwgelatlonswould kriotﬁlye‘;ac’i any“r‘eaSOnablc
- person to believe incorrectly that it is safe and effective foxf'}éhild‘feh; ‘Rather, kbedple'accurate]_\-
- | conciﬁde that insufficient data exist to subport use of the gonpedxatnc Z;kjb'éu‘lkatidﬁs and bthr.at
j FDA :t,he"r'efore has approved the product for adult use only‘.“

With respect to already marketed drugs, Congress has provided additional guidancé as 1o

~what constitutes misleading labeling for purposes of deélérﬁig a marketed dmg to be

“tnisbranded.” Specifically, Congress has allowed FDA to consider:

not only representations made or suggested by statement, word, design. device, or
any combination thereof, but also the extent to which the labeling or advertising

_ ' Merriam-Webster's Collegiate Dictionary 744 (10th ed. 1997); accord The American

» Heritage Dictionary 803 (2d ed. 1982) (defining “mislead™ as “[t]o lead in the wrong direction”
o or “[t]o lead into error or wrongdoing in action or thought; deceive™).
- | | | | C-3




fails to reveal facts material in the light of such representations or material with
respect to consequences which may result from the use of the article to which the
labeling or advertising relates under the conditions of use prescribed in the
labeling or advertising thereof or under such conditions of use as are customary or
usual.

21 US.C. §321(n) (1994) In other words both affirmative representations and omnssnons of

material facts concemmg consequences resultmg from both labeled and customary uses of the

effecnveness had been establnshed On the contrary, the labeling would have to be w hoIly

disregarded for someone to reach this false conclusion.

R

In sum, FDA cannot rely upon its authonty te prohrbnr ‘mls'leadmo labelmu to _]Uustll'\ the
Pediatric Rule. FDA’s own pre-Pediatric Rule regulations already ensure that the labels for
adult-use drugs contain accurate and complete di‘s.closures concerning (1) use of the dr-ag on
adults, and (2) the lack of sufﬁcier;t} information ccncerni‘ng the drug’s safety and effectiveness

on pediatric patients to support use on that population.

: Congress did not apply this provrsron to new drugs, perhaps because new drugs ha\ e not
yet been marketed and therefore cannot have acquired “‘customary or usual” uses.
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IL FDA'S AUTHORITY TO BAN DRUGS THAT ARE DANGEROLUS
WHEN USED IN THE MANNER PRESCRIBED, RECOMMENDED.
OR SUGGESTED IN THE LABEL[NG C-\NVOT SUPPORT THE
RULE.

%ﬂ% "3 a55 i

[n a further attempt to justify the Pediatric Rule, FDA has declared drugs approved tor
use on adults but not on pediatfic“populations to be “dangerous to health” when used in the
manner “‘prescribed, recommended or suggested in the labeling thereof.™ 63 Fed. Re :’ at

66,657, 21 US.C: §§ 352(‘]),’:355(d‘)‘ (1994 & Supp. III 1997). Based on the alleged "dangcr” ol

such drugs, FDA now asserts the authority to require manufacturers to conduct pedi'atirit: studics
B bt e :

and develop appropriate pe/dia"tiiic" ifovrmulations to render the 'drug “safe” for use. Sggll C F R.

apphcation containmg data adequate to assess’ safety and etfectiveness of druo mcludmu dOb&UL
s and administration in some or all pediatnc subpopulations and may also be required to develop

a pediatric formulation’7 ) Ld,. § 3 l4.55(a) (requiring new drug manufacturers to conduct ipediu[t'ic

. studies and develop pediatric formulations). If the manufacturer of a new drug does not condutt
- such studies and develop appropriate pediatric formulations, FDA presumably w ould retuse 1o
w_ approve the NDA on the ground that the drug has not been shown to be “safe for use under the
"’: o condmons prescnbed recommended or suggested in the proposed labeling thereof.” &_e 21

U S C § 355(d) For marketed drugs, F DA threatens to declare the drug to be misbranded on the

B R

ground that it is “dangerous to health when used in the dosage or manner; or w1th the trequuicx
or duration prescribed, recommended, or suggested in the labeling thereof.” See id. § 352())
FDA's reliance upon the purported “danger” of an adult-use drug, however, is misplaced.

For FDA to invoke § 3'52(j) or § 355(d), it is not enough for it to assert that a drug is

A “dangerous” in the abstract, Indeed, even a drug as seemingly innocuous as Tylenol can be

— ‘ | C-§




dangerous when used in ways that violate the labeled directions for use. Rather. the drue must
be dangerous when used in the manner “prescribed. recommended; or suggested in_the labeling

_hg[g_q_t for FDA to ban it on this ground. 21 U.S. C \Q 52(j). 355(d): accord A mgrig;m‘Phu_rm.

355 D gmbgg,g[ .>77 F. Supp 824, 878(DDC 1974)( [T]he term “sate’ is used in

As prevmusly noted the label for a drug approved for adult use only does ng_t propose use |

of the product on pedlamc populatlons S_ee syp_[a pp- C-7 to C 4 Rather the label must contaln

an express dlsclalmer advmng that

gg;_a,b_hshg_d " 71 C. F R. § 201 57(0(9)(v1) Such a label cannot be con51dered even to su(.”.mst

X

Similarly, FDA’s reliance on § 351 of the Public Health Service Act ("PHSA™). which
requxres biological products introduced into interstate commerce to be “'safe, pure, and potem “to
support the Pediatric Rule is misplaced because blO]OglCS are subject to the same safety and
efficacy requlrements as drugs. Seg 42 US.C. § 262 (1994 & Supp II1 1997). Beforea

-~ matidfacturer may submit an application to receive a license for its biologic pursuant to the
PHSA, a biologic product must first have been studied un r an [nvestigational New Drug
Application. See 21 C.F.R. Part 601; FDA. Center for Biologics Evaluation and Research.
ﬂggngmmm:s.tms (last modified Sept. 23. 1999) <http://www.fda.gov/cber: faq htm .
Only after “studies demonstrate that the product is safe and effective for its intended use™ may a
manufacturer submit data to the Center for Biologics Evaluation and Research as part ofa
biologics application. See id. Once a biologics license has been approved. FDA may revoke thc.
license if it finds that “the lxcensed product is not safe and effective for all of its intended uses.”
21 C.F.R. § 601. 5(b)(6) (1999). In any event, interpreting * ‘safe” under the PHSA more broadl\.
than “safe’” under the FDCA would evxscerate the carefully crafted drug approval scheme th.n
Congress established in the FDCA.
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g tramed physmlan would read an explrcxt dxsclarmer instéa

the labeling itself, of the eame order as

_wish to consider.”

much less prescribe or recommend ~ use of the drug on pediatric populations. and FDA's
contrary claim that an off-label use can be “suggested in a drug’s labeling™ even it that “usc 5
not expressly recommended Q_r_js_ey_en_dls_c_la]med 63 Fed. Reg. at 66.658. contradicts

congressnonal intent and Jud1c1al pronouncements on this phrase See App. B.pp. B-3 10 B-12.

o Thr 1s partrcularly true for prescnptxon drugs where no serious clanm can be made that a luﬂhl\

a suggestlon tor Lse. R;nhcr. the

f‘prescnbe’ or “re€ommiend.” as in “the physician may

' FDA’s reliance upon 21 U.S.C. § 352(j) with resp"éét to marketed drugs is particularly

‘ problemattc To declare a marketed drug mtsbranded based on thrs provrsron F DA bears Ihc

burden of estabhshmg that the drug is dangerous For the drug to be on the market in the first

place, the appllcant must necessarily have demonstrated to FDA’s sansfactlon that the product is

sg_f_e for use under the conditions prescribed, recommended, or suggested in the proposed

labelmg thereof ”? S_ee 21 U S C. § 355(d) Itis arbttrary, to say the least, for FDA now to do a

lete about-face and declare that those same products are now unsafe as a general matter.

SE_Q Qt.l gg_qd_Samaman_Han._x._Shalam 508 U.S. 402 417 (l993)(agencv position that

conflicts with earlier agency position is entitled to less deference). Moreover. the mere fact that
such products have not been tested on pediatric populations does not establish that they are '
dangerous. It simply establishes that no conclusions can be drawn as to the safety of these

‘products in those populations.
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FDA's choseﬁ method’of forcing compliance with the Pediatric Rule further demonstrates
that FDA has exceeded its authority in promulgating the Rule. If a drug is truly “dangerous 10
health™ as FDA suggests, then the appropriate remedy would be to declare the drug to be
misbranded and withdraw it from the market to protect the public. See 21 U.S.C. §§ 334, 353
(1994 & Supp. III 1997) (authorizing seizure of misbranded drugs). FDA. howe'\”?é‘r,"has declared
that it does not intend to rengethe o,,fvfending drugs from the market. Ruther{'it’"i'i{t 1dsto seek
court injunction‘s requiring manufacturers_ to conduct the testing teqUired by the Pedxatnc Rule.

‘w‘(mm .

Sce 63 Fed Reg. at 66, 655

An injunction such as the one FDA declares that it will séek would be mandatory rather
than prohibitory because it would affirmatively alter manufacturers’ klegal obli'gatiotfsz rather than
prohibiting manufacturers from performing a certain task in the future. Mandatofy mj unctions

are disfavored in the courts, and FDA cannot establish its right to thts drastic remedy throuuh this

AR

rulemaking. As the Tenth Ctrcutt has stated i ]t is fundamental that mandatory mjuncttw ‘l’LlILI‘
should be granted only under ‘cdmpelling circumstances inasmuch as it is a harsh remedial
process not favored by the courts.” Citi I  State v, City
& County of Denver, 628 F.2d 1289, 1299 (10th Cir. 1980); see also M.alkﬁngs_ﬂn_&d]m ,
MML_D_QBJAQQQ 102 F.3d 50, 54 (2d Cir. 1996) (“[A] party moving fora maﬁdatety ’injunction.
whtch alters the status quo by commandmg some positive act, must meet a htgher standard )
FDA’s rejection of the traditional remedies for safeguarding the public health against
“dangerous” drugs in favor of a contrived, ad hoc, and judicially disfavored remedy further
highlights the legally unsound premises upon which the Pediatric Rule rests.

In sum, FDA lacks the claimed legislative authority to require manufacturers to conduct

pediatric studies and develop pediatric formulations for their new or marketed adult-use drugs
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based upon an improper characterization of those products as “dangerous™ for usc under the
conditions prescribed, recommended. or suggested in the labeling thereot. Where the
manufacturer never sought approval to market the drug for pediatric populations to begin with.

and where the labeliruJ for that drug explicitly warns that safety on pediatric populati,ons, has not

been establxshed use of the product on pedlamc populatlons s not a use pre

recommended or sug ested m thep duct slabehno

[II. FDA’S AUTHORITY UNDER Zl U S C §_352(F) TO REQUIRE
s CERTAIN DRU El 'BEAR| 1 "ADEQUATE DIRECT {0

Reg. at 66 637 58. Specxﬁcally, FDA claims that the labels ofdruus approx ed tor adult use do

not bear adequate dlrectlons for use because they do not contam dlrectlons for use ot the drug on

pediatric populatxons whtchr F DA charactenzes as a “common” use 1f an adult-use druo treats a

disease affectmg both adults and children. See id. at 66,658. FDA further asserts that it may

therefore require manufacturers to conduct studxes of, and obtam approval for use of their druu

on pedlamc populatxons or forbld the manufacturer from marketmg the drug at all bv ds.cldl ny it

_to be “mlsbranded ” S_ee 151. at 66 658; 21 U S. C § 57(ﬂ Once agam F DA s purported

~, Justlﬁcatlon of the Pedlamc Rule is fundamentally ﬂawed

With respect to prescription drugs, “adequate directions for use,” according to FDA. exist
where:

Labeling on or w1thm the package from Wthh the druo is to be dlspensed bears
adequate information for its use, including indications, effects, dosages, routes,
methods, and frequency and duration of administration, and any rejevant hazards.
contraindications, side effects, and precautions under which practitioners licensed
by law to administer the drug can use the drug safely and for the purposes for
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which it is intended, including all purposes for which it is advertised or
represented.

21 C.F.R. §$ 201.100 (1999). For nonprescription drugsy.y"“:idequate directions for use means

directions under which the layman can use a drug safely and for the purposes for which it is

intended.” Id. § 201.5. Despite FDA's claim thatwixfféfﬁfié&ixéé’s"'incl"ud'e both’clainicd u‘n_d: .

ensurmg that products bear “adequate directions for use, expand its authonty to ['equlre ‘

manufacturers to bring on-label any and all foreseeable off—labcl ,uvseAs.. ,

3 FDA’s reliance on its 1952 regulation defining the words “intended uses™ is misplaccd.
. See 63 Fed. Reg. at 66,657-58. CQmp.aI_QZI C.FR. §201.128 with 21 C.F.R. § 1.106(0) (1932)
(demonstrating identity of “intended use” portions of current regulations to version promulgated
~in 1952). Even if the regulation could somehow be read to support FDA’s novel foreseeability
theory, for years following the 1952 issuance of the regulauon FDA repeatedly represented that

its regulatory authonty extended only to claimed uses of a product. See App. B, pp. B-12 10 B-

governing statutes. As the Supreme Court has long held. “[t]he rulemaking power granted to an
administrative agency charged with the administration of a federal statute is not the power to
make law. Rather, it is the power to adopt regulations to carry into effect the will of Congress as
expressed by the statute.” Emst & Emst v. Hochfelder, 425 U.S. 185, 213 (1976) (internal
quotations omitted). Indeed, the considerable reluctance with which Congress gave FDA even
extremely narrow authority to consider uses of a device not identified in the product’s labeling in
connection with FDAMA confirms that Congress has always intended that FDA’s regulatory
authority be limited to claimed uses of a product, absent an expllcxt congressnonal authonzauon
to the contrary. See App. B pp. B-8 to B-9.

C-10
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In sum. FDA’s jurisdiction to regulate drugs extends only so far as the uses for which the
manufacturer seeks approval. It does not include the nUht to requlre manutacturers 10 Su.l\
approx al for pediatric populations of a drug labeled for adult use only Rather use on thldun ol

- a drug approved for adult use only is excluswely w1thm the provmce of ( 1 ) the manufacturer bv ‘

dec'dmg to seek approval for pednatnc populatlons and (2) the medlcal professxon W hnch may |

use of [a] drug asa precondmon for allowmg such‘ use) Ld;‘§' 353(k) (1994) (authonzmo F D A o

to requu'e subm1551on of “data relatmg to chmcal expenence and other data or mformanon

recexved or otherwise obtamed by such apphcant Wlth respect to such drug” to enable FDA to o

determme whether grounds exist for thhdrawal of approval of drug) These provisions,

however, only contain reporting requirements concerning’ cllmcal studles and other available

: information with respect to the drug at issue; they do not Suthoriie FDA to require the

™ manufacturer to generate new data — i.., by conducting additional clinical studies — particularly

for indications for which the manufacturer does not seek approval.’

3 Telhngly, the Conference Report accompanymg FDAVIA charactenzes § 355(1)
concemning requirements for clinical investigations of a drug as “[s}treamlining clinical research
s on drugs.” H.R. Conf. Rep. No. 105-399, at 21.

Sied
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Moreover. had Congress intended to grant FDA the authority to require the submisston ot

addmonal studles beyond those necessary to support use of the drug for its labeled mdlcauons it

knew how to’ do 50. QL

meant . . . to authorize the Boa
eniacted FDAMA, for eX'
study

§356(b)2) (1994 & Sup

FDAMA provis’ion “provides the Secretary with the authority to impose such

post-approval

k r'th‘is""').” There'is ‘no similar provision, by ¢

| study] reqmreme ts

authonzmg FDA to 1mpose addmonal studles eyond those required to. suppo 1

for mdxcatlons referred to on the label FDA smply cannot craft out of whole cloth'a

‘ requu‘ement that manufacturers conduct research for offylabeLmdrcauons based on statutes

merely desxgned to keep FDA mformed of preexisting data concern g €

V. FDA CAN NOT RELY UPON ITS AUTHORITY “TO ISSUE )

‘ REGULATIONS FOR THE EFFICIENT ENFORCEMENT'OF THE
ACT” TO JUSTIFY THE RULE ABSENT AN lNDEPENDEVT GRANT
OF STATUTORY AUTHORITY. o

FDA also relies upon its authonty *“to issue regulations for the efficient enforcement of

| the Act" pursuant to 21 U S C § 371 This provision, however, does not glve FDA carte blanche
to promulgate regulations beyond what Congress has authorized. Rather, it simply provldes that
FDA may issue regulations to implement Congress’s intent as expressed elsewhere in.the FDCA.
Absent an independent statutory basis for the Pediatric Rule, this provision grants no authoruy to

FDAtoissuetheRule. . =

> of the drug '

BRETW
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B

et

Chevron U S A Inc v \lar"o

It is well-settled that although FDA may reasonably interpret FDCA provisions. it doos
not have “the power to make law. Rather, it {has] the powerto adopt revulanons 1o carry o

offect the will of Congress as expressed by the statute.” Hochfelder, 425 US. at ’l.’ 14 (crtation

and internal quotatxons ommed) Under the standard for judicial review of agency smtuton

mterpretanons, F DA 1S entltled to “deference,” but only if the FDCA is unclear or ambluuous

Resourc Dekfense Councnl [nc 467 b S. 837 847 -l» 1 l‘)\-h

Ld_‘ ln lw i ul' .

\floreov er, even xf the FDCA ls'unclear FDA s mterpretatlon must be reaso

the cont’hctmg Pedlamc Exclusmty provxsxons in FDAMA and the complete lack ol statutor\

authonty for FDA to promulgate the Pedlatnc Rule. a court could only conclude that FDA lmd

acted unreasonably and mvalxclate the Rulc. ,

C-13
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APPENDIX D:

THE PEDHTRIC RULE IS COVSTITLT[OVALLY DEFICIENT
Gsw OF

particularly obvious with respect to drugs that are already on the market Wrth respect to such

qc

spend what could be massive amounts of research“ funds to assess whether the drug IS s t’ev and

effective in p'ediatric‘ p‘Opulétion‘sl.y ‘What is mo”re, EDA ¢ laims this 'power even if the

manufacturer has disclaimed any pedlatnc use. This is hardly ‘diﬁffererxt” "fro\m‘ t'h:e government

commanding one private c_itizen, asa condmon of driving to work ona partlcular road to erect

wamning swns on that road for all to see

The takmg lS no Iess egreglous wrth respect to drugs that are not yet on the market FDA
approval is not the conferral of a public benefit. [t is an approval that one must secure ‘before
using one’s own property. FDA may not condition its approval of that property right on the

dedication to the public of potentially massive resources in the form of research into the

potentially foreseeable pediatric uses of the product. The government can no more inpose such

1 condition on its approval than a land-use com “ssion can condition an approval to build a new




s e che i

. at that pamcular moment” the govemment 1§ bemg asked“f f

tactory on the builder’s simultaneous t‘mancing ofa local school. See N

g astal g;gmm n 483 U S. 875 837 (1987) (charactenzmg an attempt to achteve a pubhc ’

themselves do not tntend to beneﬁt by suchkuse and when they manrfe‘stwthatk,mtenti?‘on”by not{

clarmmg such a use. Essentrally, the government is usmg the drug manufacturer s marketmg of |

the drug or request for approval of anew drug ‘as an excuse for takmg property snmply because

simply, F DA may not requrre the manufacturers to dedlcate private property Lg therr r se:

funds and facrhtles for some future pubhc useas a condmon etther of conunumg to market the

drug or of obtaining approval to market the drug fora drfferent purpose.ﬁ

' The Supreme Court has made clear that “'simply denommatmg a govemment measure as

a ‘business regulation’ does not immunize it from constltutnonal ,_challenge on the ground that it

violates a provision of the Bill of Rights.” QQlan 512 U. S at 392'

D-2
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III. The Food And Drug Adminigtration Modernization Act of 1997 1Is
Fully Consistent With The Pirst Amendment.

Even if WLF has standing to sue, the district court erred :in
invalidating the FDAMA. The FDAMA is concerned exclusively wich
commercial speech. The statute regulates the dissemination cf

information that promotes an unlawful commercial cransacclon' the

lntroductlon 1nto lnterstate commerce of drugs and medzcal devrc

for 1ntended uses that the FDA has not approved

£

-

effective. - The FDAMA doeswﬁer restrict'the di"

1nformatlon outszde the contexc of such an 111egal commerc-ai

that they desire. Indeed even manufacturers ‘are free té

disseminate off~laberf1”formatzon in response to a request by a
physician. It lS only when manufacturers use such dlssemznacro jofe]

promcte the r--egal dlssemlnatlon of 2 drug or dev1ce that "‘Ay‘

BN

applies. §See 21 U.S.C. §° 360aaa-6(a)

Thus, the district court correctly held that the FDAMA must oe
evaluated under the cest that governs the regulatlon of commere-,-
speech. Under that analy515, commercial speech "related to il;ega;

activity" is not entitled to First Amendment protection. Cepnrral

447 U.S. 557, 563-64”fi§855. 'Commercial speech that "concern's]

lawful activity and [is] not * * * misleading" may be restricted if

“{...continued) ' o o
dissemination is targeted at the individual physicians whom WLE
purports to represent.

28
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the government's 1nteres; is substantlal the regulatlon dlIECPly

ki

advances that interest, and the ~regulation is no more extensive

ve
N

than necessary to serve that interest. Id. at 566.
As explained below, the FDAMA satisfies every element of the

Qen;zal_ﬂudson analysis.b The sStatute regulates commercial speech'

related to conduct that has long been illegal under the FDC‘fi"d

a result, the speechri”
sven 1f the

the

protection,

governmenta;

| interejSI:"S"

on the purposes for wh;ch the manufacturer lntends the product to

B,

e @ used. Sgg 21 U.s. C § 321(g) 1) (B) (deflnes the term drug as

incer alia, an,artl 1 ntended for use" in the treaCment of‘

disease); 1 v. Harr;a 655 F. 2d 236

«D.C. Cir. igédff"

Smc:= 1962 Congress has required manufacturers to demonstra:e
that their new drugs are ‘not only safe, but also "effectlve" for

29




each of their intended uses. gee 21 U.5.c. § 321(p) (1); HWej
V. Hynson. Westcortt and Dunning., Inc., 412 U.S. 609, 613 (1973 .

“If a new drug is not approved by the FDA as safe and effective for

a partlcular intended use, the manufacturer generally cannot

- lntroduce the drug into interstate commerce 'with the intent that it

Hbe used for that purpose. Sge 21 U.s.cC. §§ 331(d), 3s55. The same

holds ktrue w1th respect to medlcal devices
§§ 331(3); 351(ﬁ)

See 21 U.s.cC.

‘Thps, the lntended ‘use of a product has lways been of central
mp‘rtance ln determlnlng whether the product falls under FDA's :
jur s rctlon and whether new 1ntended use ,of the product trigger

1onal approval requ1rements

Ao

,T@e'

have long recognized

nufacturers'/clalms about the (elther implicit or

e

' xp,;c1t) are compelllng ev1dence of that 1ntent_W‘MAnd,"it is well

e‘tabllsned 'that the "1ntended use" of a product within the

smeanlng of the [FDCA], is determlned from rts label

accompanying

labelrng, promotional claims, advertlslng, and any other relevant i

source. ' A;L1Qn_gn_Smaklng_and_Health 4655 F.2d at 239; see also

21 c P;R;‘ §§ 201.128, 801. 4.

The FDAMA addresses one source of ev1dence of a manufacturer's

1ntent concernlng the uses of its products-_ the manufaccurer's

'

§
VSse 3&9* Act;Qn_sn_Smszns_and_Health 655 F.2d at 238-39;
s:orase_Snases_nesumxuuuleﬁL

‘"8" and 1049u' 777 ?
F.2d 1363, 1366 (8th Cir. l985)r cert. dgn;gd 479 U.sS. .

1086 3

\1987) Un;;ed_szates v. et Tofrness
, 731 F. 2d 1253, 1256-57 (7th Clr ), gerr. .

dgnigd, 469 U.S. 882 (1984) un;;ed.ﬂ;a;es V. an Artlcle =
consisting of =

F.2d 734, 739 (2d Cir. 1969); v

United States v. Article of Drug _
Q_s*gna;ed_E_CQmplex_chgllngs 362 F.2d 923, 925-26 (3d Cir. 19%66).
30




unsolzcxted dlssemlnatlon of articles or reference texts discug

foflabel uses of its drugs or dev1ces

junapproved manner.

And if t“e manufacturer has not demecnstrated

_that the 1ntended use of the product 1s safe and effective, the
_man aCCurer S continued fuct

oblle manufacturers and u;es:aurant

to consumercU;b?””aissemiﬁa:ing or displayina

,about chelr products  prep red

vby_ Lndependent
_Supp. 2d 51, 63 (D.D.C. 1998,

JA. 748 13 F,

 presc 1ptlon drug

J

-

7.(13 F. Supp. 2d at &3 Thus, the‘dlstrlct court recognized

a,manufacturer s promou-un

of a drug or dev1ce through the

MR

iic ature 1s a. cruc;al factor =thar




Prior to the enactment of the FDAMA, g4 manufacturer's

dissemination of such information would have been highly relevant
and material evidence of a violation of the FDCA‘s'prohibition
against the 1ntroductlon into interstate commerce ‘of drugs and

devices for uses the FDA has not approved as safe

The use of a manufac;urerfs dissemination of info

claims made in radzo broadcasc “and-gn- manufacturer s promOtlonar

material; ~ T

o

Moreover, che treatmeqt of the dlssemlnatlon of off” el

include "adequate dlrectlons for use." The product ] labellng -




497 n.7

behavior'): Cemrral Hidsan, 447 U.S. at sss-éﬁ'_( 980)

could not contain adequate directions for a use that the FDA has
not reviewed and approved.

The misbranding prohibition presents no First Amendment
problem because the underlying transaction to which,the claim
relates -- the distribution of an unapproved drug or medical devicek

-- 1s itself unlawful. The Supreme Court has made clear'ehat

speech concernlng unlawful act1v1ty receives no Flrst Amendmenc

protectlon.m

.S. 618, 623-24 (1995)

may freely regulate commerc1al speech that coiel‘
activity"); Zaude:ez v.
CQ&IL_Qi_Qp;Qh’471 U.S.

Federal Government are free to prevent the dissemination

626, 638 (1985) ("the States and

goverament may ban * * * commercial speech related to illegal

activicy").

The Supreme Court's decision in _Pres
pittsburgh Comm'n on Human Relations, 413 U.S. 376 (1373}, :s

particularly instructive. That case concernea‘&E“fmﬁnit

ordinance ehat prohlblted a newspaper from carrylng a gehder based‘

adverclsﬂng column for certaln positions of employment lThe

33




0
4
o
4
b
<3
3
54
|

e A R AR B Y

crdinance also prohibited employers from engaging in gernder

discrimination with reéspect to those positions and from publish’ng,
Or causing to be published, any advertisement that indicated gender
/dlscramlnatlon. Id. at 378, 388-89. The Court recognized that the
i;cadvertisements at issue "51gnaled thac the advertisers were likely

1ﬁt0 show an 1llegal sex preference 1n thelr hiring decision." Igd.

"acﬁ389 The Court held that any Flrst Amendment 1nterest

adverclslng a commercial transactlon 1s,"altogether absent when the

advert1s1ng is 1nc1dencal to a va llmltatlon on  economi

activity." Ibigd.; seeals_qcﬁna.:al_nndsgn 447 u.s. 557, 563~64

Both RLLst_urgn_zress
lesbnrgh_ex_ess involved

“unrawful gender dlscrlmlnatlon and thls case 1nvolves the unlawrc_

:dlscrlbutwon of drugs and medlca&mdevfces. In both cases, =ne

".fcommercral speech at issue (the advertlsements in Elggshurgn_a.‘ss

"and the dlssemlnatlon of journal ar’ ‘es and textbooks in thl

case) prov1des persuasive evidence of: : intent or motzve that is
:,element of the unlawful conduct.j'And here, as in Egggshu_gh
ﬁdéress, "the restrlctlon on advert1s1ng 1s incidental to a valid
igllmltatlon on economic activity. Ih;d,;

'In‘ short, there can be no; questlon that the FDCA's

CafrchStandlng use of manufacturers"cspeech to determine the

uﬁf"ﬂntended" uses of their productsr‘is consistent with the

Constitution. Because that traditional feature of the FDCA passes

34
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constitutional muster, the FDAMA also withstands scrutiny.
Indeed, the FDAMA simply establishes a safe harbor for
manufacturers, permitting more speech and conduct than would be
allowed under the FDCA alone. The FDAMA ensures that manufacturers
can disseminate certain Journal artlcles and reference texcs
dlscuss1ng off-label uses of thelr products wlthout v1olat‘ng the

FDCA's restrictions on :he

-

ate clstrlbutlon of drugs and

‘hufeéturer complles w1th the

ufacturer s dlssemlnat cn cf
.an article or reference text "as'ev1dence of a new lntended use of
the drug or device that is different from the lntended use of the

drug or dev1ce Set forth in che offlc1al labellng" of the producc

21 U S C. § 360aaa 6(b). Moreover, f{s]uch dlssemlnatlon shal1 not

be con51dered by the Secretary as labellng, adulteration, or

mlsbrandlng of the drug or device." Ibid.

WMM}_: dﬁ'@ﬁ“%“# aiod ’
In 1nvalldat1ng the FDAMA the dlstrlct court reafflrmed its

prior ruling whlch emphas*zed that the FDA has not preventad
Dhy51c1ans from prescrlblng drugs for off-label uses. J.A; 802}
see J.A. 754-56 (13 F. Supp. 2dfifia“c §6).  That emphasis :s
ﬁisplaced. Congress has prohib;:ed”hanufacturers from distributing

drugs and devices for off- ;abel uses,,and the restrictions retained

W«»w Mg R

1nkche'FDAMA szmllarly apply TO actlons by manufacturers, not
physicians treating patlentse “The FDAMA prevents the government
,froh“ using certain scientific informaticn dissemiﬁated by
manufaetuiers as evidence of illegal distribution of their drugs

and devices. Both the FDCA and the FDAMA ensure that physicians
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will not receive niased or incomplete information about the of
label uses of drugs and devices, placing physicians in a ber-
position to make 1nformed judgments about whether to prescribe su
products for thelr patlents. '

Slgnlflcantly, the dlstrlct court did not questxon Congress
power to ban manufacturers from lssu1ng advertzsements or engaglx

in other forms)of commerc;al speech that ove”tly promote the of

labe, uses of thelr drugs or dev1ces. Yet C ngress}s dec151on 5

regulate the dlstrlbutlon of Journal art cles

d :textbook

dlscu351ng off label uses serves preclsely th’ same purpose as lt
¢
llmltatlon on overt advertising; both forms of regulation are aime

2

at lzmltlng a manufacturer s promotlon of a 1llegal commerczc

transactlon. If Congress s prohzbltlon of overt advert 51n

satlsfwes the Flrst Amendment then the Flrst Amendment als

permlts Congress to regulate the more subtle but also ver

effectlve promotlonal efforts that occur when a manufact

-

afflrmatlvely -dlssemlnates favorable sc1ent1f1c informatio

\_Once

1ng off abel uses. Slmllarly, although the dlStrlCt courr

expressly excluded completely unapproved drugs and dev1ces from 1tﬂ

order nochlng in the court's dec151on explalns why, under ic¥

fcies

Flrst Amendment analysrs a manufacturer would not be entltled tc

oromote those products as well. i

The dlstrlct court's decision thus threa ‘ns to undermlne @

roncstandlng cornerstone of the FDCA. It is Congress s conside

Judgment that publlc health is best served by hav1ng manufacturerf

demonstrate to the FDA that their drugs and devices are safe and

ESS
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effective before those products are distributed for particular

intended uses. gege United States v. Rutherford, 422 U.S. 544, 53:1-

52 (1979). The court's decision, however, permits manufacturers,

in effect, to propose an unlawful transaction - - éhé sale of their

products in interstate commerce
been proven safe and effective --

substantxace such,uses ... Te th

efforts are successful kthey car be expected"

_of off- ‘abe’ use.

£  promorional aC”*ﬁ;zes_;

to the uses for which EREmAnUZaccurer dlstrl utes fthe”“

nanufacturers can successfully promote offélabel°”u§és by

3

select'vely dlssemlnatlng favorable journal artlcles,,there w1;- be

ess reason to spend che time and meney to seek FDA approval for

the 1nterstate dlstrlbutlon of the product for chose’uses As a

result, phys;czans w111 actual’y have less 1nformatlon about the

ectlveness of medlcal products that they presc ibe

afety and(e

et

for their patients.
The district court's order places great emphasis on whether
an article appears in a "peer-raviawed" professional journal. As

the record demonstrates, however, "[r]eliance on ‘peer review is not
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an adequate substitute for FDA review, because the peer reviewer

has access to only a limited amount of data." J.A. 593; gee also

J.A. 646, 652. 1Indeed, "[ilt is difficult, if not impossible to

_crltlcally evaluate the adequacy of a clznlcal trlal w1thout access

”N:to crltlcal raw data and the study protocol J.A. 593; see also
652. r

593

Eﬂﬁ alag J A 652

More ver,kthe dlstrlct

ppears in a "bona fzde peer rev1ewed

mHowever, all parts pf such pe

__646 ' Unllke the

s;ric;hcourtfs order, the‘FﬁAMA sp cally requlres :hac the

_article to be disseminated 1tself be pee 'rev1ewed and the artic

SRR «m«»wmmg WIWWM

s ‘mug; ‘pertain to a cllnlcal 1nvestlgak on“and be sc1ent1f1cally

See 21 U.s.C. ”~§;' 360aaa l(a)(l)(A); 21 C.F.R.

5 99 101(a) (2) .

The FDAMA also 1ncludes other requirements, in addition to

peer review, that ensu:ev‘the' reliability of the disseminared

Journal artlcle. For example, under FDAMA, the journal must

”?ﬂﬁ;) be publlshed by an organzzatlon Wlth an”edltorlal board; (2) be
generally recognlzed to be of natzonal scope and reputatlon and

be 1ndexed 1n the Index Medlcus of the Natlonal Library of

Medzcxne of the National Instltutes of Health and 4) not take the

‘form of a special supplement funded in whole or in part by the

38
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manufacturer. 21 U.S.C. § 360aaa-5(5). The district court's order
includes no similar protections.

In addition, although the district court limited its ruling to
drugs and devices that have been approved by the FDA as safe and
effective for at least one use, allowing manufacturers to promote
the unapproved uses of those products can pose the same health
risks as the promotion of a wholly unapproved drug or medlcal
device. See J.A. 594- 95; J. A §23- 24 526 36 Thus a drug that
a manufacturer may lawfully dlstrlbute for treatment of hlgh blood

:pressure might be equaxly 1neffecc1ve in creatlng cancer as another

s T

'drug that has not been approved for dlstrlbutlon for any use. The

danger to public health in allowzng the promotlon of elther drug

for the treatment of cancer would be substantlal

In sum, Congress has long prohlblted manufacturers from
introducing into interstate commerce drugs and medical devices for
uses that the FDA has noc. approved asvsaﬁewand effective. Alchough
the promotlon of such unlawful acc1v1ty was prev1ously barred under
the FDCA, Congress now permzts it to a llmzted extent under the
FDAMA, in the interests of fac111tat1ng the dlsclosure of unblased
'sc1ent1f1c information to phys1c1ans and encouraglng manufacturers
to flle applications for new uses of their products. Far from
~4be1ng an invalid restrlctlon on speech che FDAMA expands the range
of speech that is permitted under federal law in order to achleve
- important public health pollcy ob]ectzves

The dlstrlct court suggesced that the statutory scheme at

issue here 1s analogous to a law "criminalizing criticism of the
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government." J.A. 802. That analogy is inapt. This case involves
commercial speech and its regulation in connectlon with conduct
that Congress has properly made illegal for over s1xty years -- the
1ntroductlon of products into interstate commerce for ‘uses that
have not been proven safe and effectlve._ The FDAMA accordingly

ralses no F:Lrst Amendment concerns

Yy And uaterially Ad ances Substantial
sts.

-Government Intere

was‘protected by

the Flrst Amendment, the statute 1s supp’rt”‘)by "suhStantial"

mgovernment 1nterests, as requlred under t e ond part of the

Cen;;aL_ﬂudsgnmanaly51s. The FDAMA furt
‘"substantxaiwlnterest 1n 'promoting the health,
,of_lts citizens. '™ Eearsgn v. shalala,
Cir. 1999) (quotlng Rubin v. cQors_a:eu;ng_cg; 514 U.S. 476, 485

995)) The statute ensures that man factur rs cannot mislead

sﬂthe government S

fety, andcwelfare

650 656 (D.C.

“phy51c1ans by promotlng off label uses through a blased an

sel ct’ve presentatron of favorable materlals . Instead the FDAMA

ensures that phy51c1ans managlng rlsks for thelr patlents, receive

a baranced package of materlal that presents a comprete and

—sc1ent1f1cally valld view of the risks and beneflts of the off-
;plabel use.y ‘ S

Off label uses of drugs and dev1ces in certaln areas (such as‘

pedlatrlcs and oncology) are not uncommon and ln some c1rcumstances

have made a valuable contribution to patlent care.m See J.A. 726-27
‘23 F Supp at 56). Nonetheless, the risk to the public from

unproven uses of drugs and devices is both real and substantial.
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»shoukd_be reversed

4ERIC M. BLUMBERG

is not exhaustive. J.A. 486, 503 (62 Fed. Reg. at 64,082, 64,099).

Thus, "[tlhe supporting company and the provider are free to adopt

alternative approaches to help ensure that activities are

independent and nonpromotional. " J.A. 486 (62 Fed. Reg. at

64,032)f _Far from banning speech, the Document merely provides a

safe harbor from‘;eguiation. and as such, does not run afoul of

the Fir?#ﬁﬁmendment.

CONCLUSION

For the fore901ng reasons, the ]udgment of istrict court
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off label uses lS common,

IN THE UNITED STATES COURT OF APPEALS M;v
FOR THE DISTRICT OF COLUMBIA CIRCUIT”'

.. No. 99-5304

E WASHINGTON LEGAL FOUNDATION

\ fﬂ Plalntlff Appel

~JANE E, HENNEY, in her off1c1al capac1ty a
issioner, Food and Drug Admlnlstratl_
\ in her official capacit
nt of Health and Human Sej

'REPLY'éﬁ;E?:Fdé THE APPELiAﬁfé”

INTRODUCTIOQ“AND SUMMARY OF ARGUMENT”

Washington Legal Foundatlon ("WLF") and 1ts em1c1 seek to
divert the Court's attentlon from what is actually at 1ssue 1n thls
appeal. They devote much of their briefs to argulng that the

conduct of physicians in prescrzblng drugs and medlcal dev1ces for

'mportant ‘and legal Sgg WLL‘Br 3 10

18, 22 23 PhRMA Br,‘31;;;j Although we dlspute many of thelr

- underlying factual assertions, since at least 1972, the Food'andv

Drug Administration ("FDA") has taken the position that physicians
may prescribe otherwise approved drugs for unapproved uses prouided
that they do not promote the drug for such uses. See OpeningrBr.
8. Thus, the conduct and;speech of physicians arelnothet issue in

this case.




Instead, this case concerns the conduct of drug and device
manufacturers. Congress has long required manufacturers to obtaln

FDA approval or clearance for every use for whlch a new drug or

" device is promoted. Prior to 1997 th' F' eral Food, Drug, and

CoSmetic Act ("FDCA")Vabsolutely prOhlbl ‘”manufacturers from

: promotlng the unapproved uses of th;:r appro_ d drugs and dev1ces

atlon’Modernlzatlon

Journal artlcles and

ufacturers to agree

to perform the scientific studles necessary to demonstrate that the

'ubmlt those studles

~off- label uses are safe and effectlve and t
M%ﬁM Z

.dto the FDA for evaluatlon S§3“21 U.s. C §S“330aaa(b)( ), 360aaa-

3. Congress also directed manufacturers'to comply w1th certaln

- other reasonable requirements to ensure that phys1c1ans receive all

relevant information about the off-label uses of a manufacturer's

products rather than a selective view of the available evidence.

‘As the‘district court recognized (JZA1>7$f;ﬁ§”fi3‘F. Supp.‘zd at

65)), manufacturers have a strong Veconomicv incentive to make
selective disclosures to physicians, whO’can”increase the sales of
drugs and medical devices by prescribing those products for off-
label uses. |

‘Thus, the FDAMA promotes the public health by encouraging

manufacturers to conduct the studies necessafyfto demonstrate that

'of prlor law In

the off label uses f ;
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the off-label uses of their products are safe and effective and by

- ensuring that physicians, managing risks for their patients,

receive an unbiased package of materlal that presents a complete
and sc1ent1f1cally accurate view of the rlsks and benefits of the

off label uses. Moreover, if the studles are conducted and safe

and effectlve new uses are placed on the product's label then all

WLF andhlts amici argue that thM_FDAMAkls,paternallstlc But

‘thek statute is not intended to keep phy31c1ans ignorant of

"flnformatlon about off-label uses. To the contrary, the FDAMA does

jnot regulate the exchange of off- label 1nformatlon among sc1entlsts

i, s R mi’,,w‘u,_,,.

fand phys1c1ans Nor does the statute prohlblt manufacturers from

1d1sclos1ng off-label information in response to a physician's

unsollc1ted request. See 21 U.S.C. § 360aaa-6(a). The FDAMA

addresses unsolicited disclosures by manufacturers with respect to

thelr pr ducts,’ensurlng that phy81c1ans do not recelve blased or

treatment dec1slons

i

Moreover, the requlrement that drugs and, medlcal devices

receive approval from the FDA for each of thelr intended uses is a

longstandlng, central and emlnently sens1b1e feature of our food
‘and drug laws. Congress long ago recognlzed that the FDA is

:unlquely p051tloned to welgh the mas51ve volume of complex
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scientific data involved before allowing drug and device
manufacturers to promote and distribute their products for
particular uses. ’The‘FDAMA ensures that manufacturers do not
circumvent the approval process, and it permits more manufacturer

speech than the prior statutory scheme allowed.!

- ARGUMENT

l.a. WLF prov1des o] meanlngful _response to our cent‘ lup_lnt

in this appeal. v:he

and dev1ces~fqr,uses“
effective. Instead, WLF focuses most of its attentlon on

that physicians prescribe drugs and devices for'off-labelwﬁses}

As explained in our opening brief (at 33-34), the. Supreme

Court's analysis in H;sggns_m v. Mitchell, 508 U.S. 4'7  "::‘489‘

(1993), and BE&Sb.urgum&S_C_Q.. V. Ln_on. ou
Relations, 413 U.S. 376, 388-89 (1973), governs this caseQC‘This
case, like Mitchell and'RiL;snggh_Eress, involves unlawful\conduct

'In our opening brief (at 26-27), we argued that WLF's
generalized interest in protecting private individuals ’and
businesses from "undue interference"” by the government (J.A. 13)
should not be sufficient to allow the organization to represent the
professional interests of the (presumably) relatively small
proportion of WLF's members who happen to be physicians,
particularly if WLF's "members" are merely financial contributors
who exercise no meaningful control over WLF's organization and
structure. In respcnse, WLF nowhere explains what it means to be
a "member" of WLF. If WLF's physician "members" are simply
financial contributors, with no control over the manner in ‘which
WLF is governed, then WLF should not be permitted to represent
their lnterests in this suit. See Hunt v.

'n, 432 U.S. 333, 344 (1977) ("indicia of
membership" includes power to elect association's governing body as
well as to finance association's activities).

4
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- apart from speech: M;tghgll 1nvolved crimes motlvated by blas'
Pittsburgh Press 1nvolved unlawful gender dlscrlmlnatlon 1n@h1r1ng,

and thlS case 1nvolves:the unlawful dlstrlbutlon of “drugs and

devices for intended off-;abel uses. In each case,dthe speech%at‘

issue (dlscrlmlnatory statements in M;;ghgll adve

the intent or

Moreover, in - 'thi

restrictions on " ¢ "incid

speech are

limitation on econom

389; see also Opédf'””f’ ,33 (collectlng cases)

Contrary to the thrust of WLF's brief,

label uses does not legallze the manufacturers'
thelr drugs and dev1ces for such unapproved uses.d
Amendment affords no protection to the promotion'offsﬁc‘ e¢
'distribution; ~In Ei;tsnggh__zress, the Court held 'thatkuan'

advertisement could be‘prOhibited where it "51gnaled"°

intent. 413 U S “at. 389:” There was no suggestlonyln that c se
that the job applicants themselves were engaging in'tﬁﬁlawful
conduct. Thus, a male employee hired pursuant to the discrimina-

tory policy at issue in 21;;5burgh_2:esa presumably would have been

free to continue worklng at his job, even though his- employer was

prohibited from engaglng 1n advert1s1ng that "51gnaled"""




: emp%oyer“yas "likely" to have an impermissrb;elintent in the hiring
process.

iﬁgohtrary to WLF's suggestion (WLF Br. 20), the fact that the

stat*te, 21 U.s.C. § 331(z)f ,w

,Sectlon 331(z)

cts w1th the 1ntent

that they be used in a manner that theymanufacturer had not proven

to be safe‘and effective. The manufacturer s contlnued 1nterstate

distr: ,utlon of those products would have beenjunlawful 533_21

B e w{iﬁ/«xw/{.g ;

u.s .c. ;,__,,W;,ﬁ331(a), (@), 351(f), 352(f),y ; 60c(f) (1).

‘_Mgreover, a drug or device rs,"mi;hragged"blf its labellng
_doesgghotwkbear "adequate directions hfor,huse " 21 U.s.C.
§ 352(f) (1). Thus, the labellng of a drug or device must indicate
3all_eintended uses, including those 1ntended uses that the

manufacturer has manlfested through 1ts promotlonal activities. If

Nwthe labeling does not indicate all 1ntended -uses, the product is
misbranded, and its interstate distribution is unlawful. See 21
U.S.C. §§ 331(a), 352(f)(1).

b. k.Amicus Pharmaceutical Research and Manufacturers of
| Amerioaﬁ(?EhRMA") attempts to distinguish both Pittsburgh Press and

Mitchell on the ground that in those cases "the speech is

Ty

B3
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- a manner that the FDA has not, approved

establishing that their new drigs afe’

distinguishable from the underlying illegal conduct."” PhRMA Br.

S12. Qﬁt that is equally true here The 1llegal conduct in thlS,‘

case is thek introduction of drugs and medical devices into

_interstate commerce with the intent that those products be used in

“the FD' s_regulatlon of drugs is th _premarket%approval requlrement

ifappllcable to all "new drugs 21 U S. C § 355., Specifically, the

;.FDCA requlres manufacturers to submit appllcatlons to the agency

R

r use" and "effectlve

SRR

~in use;ﬁ See 21 U.s.C. § 355(b)(l)KA). The FDA ‘can approve a  new
‘ﬁdrug appllcatlon only if the manufacturer has prov1ded substantlal
Tfevxdence that the new drug will "have the effect it purports or is
;;represented to have under the condltlons of use prescribed,

';recommegded, or suggested in the proposed labellng," 21 u. .S.C.

"?T§f§35} 2]5},; Except as prov;ded ln the FDAMA it is illegal for

’The term "labeling" is very broad and includes both the

"label" of the drug or device and related promotional material,

including reprints of journal articles and textbooks dlssemlnated
by manufacturers to potential customers. See 21 C.F.R.

- § 202.1(1) (2) (including "reprints" within the definition of

"labeling" for purposes of 21 U.S.C. § 321(m)); gee also United

States v. Uxbuteit, 335 U.S. 355, 357-58 (1948); United States v.
~ Koxdel, 335 U.S. 345, 349-50 (1948) '

i un;ted_States V.

. (continued...)

;;Just as the speech in

“E;;;shgxgh_zxesg was ev1dence of lllegal dlscrlmlnatlon and the



the manufacturer to dlstrlbute a new drug in 1nterstate commerce

w1thout flrst complylng with these requirements. See 21 U.s.C.

§§ 331(d), 355(a)

Because the entlre premarket approval process is predlcated on

‘challenged. S_gg 21°C.F.R. § 310.3(H)(4) ("The

body,

e RS A I S Gl s

(emphasis added)).

Congress has long required manufacturers"te”“obtain‘ FDA
approval or clearance for every use for which a new drug or dev1ce
is intended. SQg 21 U.s.C. §§ 331(a), (&), 351(f) ”‘355

360c(f)(l) 360e Indeed WLF and 1ts am1c1 apparently do not

'dlspute that manufacturers may be prohlblted from advertlslng thelr

products for any uses that the FDA has not approved as safe and

effective. Such advertisements would evidence the manufacturers'

2{...continued)

Drugs for Veteripary Use, 50 F.3d 497, 500-01 (8th Cir. 1995) ;
United States

. v. Diapulse Manufacturing Coxp, of America, 389 F. 24
612, 616 (2d Cir.), gext. denied, 392 U.S. 907 (1968).

8
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advertlsement w1thout ev1denc1ng a new 1ntended u e'fo

_would allow manufacturers to promote the unapproved use

unlawful 1ntent to dlstrlbute those products for the unapproved

use. See Openlng Br. 29 30. Thus, the manufacturer of aldrug that
has been approved for the treatment of AIDS (or even headaches) may

not promote that drug for use in treating cancer. Before d ng so,

the manufacturer would have to demonstrate that the dru

and effectlve for cancer treatment and to obtaln FDA app for

cancer, the »manuia;;nxgx cannot refer to the artlcl

and thereby trlggerlng the FDCA's approval requlrement "é;
C F.R. § 201.128. Similar requirements apply to dev1ce
U.S.C. §§ 351(f), 360e(c) (1) (A), (d)(2) (A (B), 21 C. r-' R 1.4.

Drug and dev1ce manufacturers are not Only aware of th

they comply w1th it. - Importantly, there is no”meaningwu ,legal

distinction between advertising an unapproved use and the -

at issue in this case. Yet, if upheld, the district court*é r&iing

approved drugs and medlcal dev1ces to phy81c1ans th

iy

e

P

”dlstrlbutlon of Journal artlcles and textbooks dlscus31ng those

off-label uses. Given the nature of the prescription drug and
device markets, the authority to distribute journal articles about
off-label uses and to discuss those articles in advertisements
promoting drugs and devices would provide manufacturersiwith an

effective means of circumventing the FDCA's approval requirements.
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~+betWeen a manufacturer's g

Thus, in the AIDS drug example, it makes no difference whether

the manufacturer expressly labels the drug for cancer treatment,

advertlses the drug for cancer treatment, or distributes a journal’

artlcle supporting use of the drug for cancer treatment

cas 'the manufacturer’s conduct,ls_drs9051t1ve evidence that the

drug’ is now _"intended“ for treatment ~of cancer, 21 U.s.cC.

_)(1) but in each case, the ma; acturerxhas,not obtained

l@for dlstrlbutlon of that kas requlred by 21

'§ 355 ‘ The same analy81s S to medlcal dev1ces

of _WLF, and its amici. Even WLF .does not contend that ‘a

manufacturer could label its products for an unapproved use. But

there 1s no principled distinction for First Amendment purposes

's
unsollc1ted dissemination of off- label 1nformatlon in a medlcal
journal or textbook. In both cases, the manufacturer has used
speechftovfurtherkan illegal end.

| PhRMA S position is fundamentally at odds with one of the
bas1c purposes of the FDCA. Congress Spec1f1cally amended the
definition of "new drug” in 1962 to ensure ‘that drug manufacturers

would be required to demonstrate the effectiveness of their
products for each condition prescribed in the labeling. gee 21

U.s.c._‘§§ 321(p) (1), 355(d) (5), (e)(3); sS. Rep. No. 87-1744,

renrinted in 1962 U.S.C.C.A.N. 2884, 2898, 2901-02 (views of Sen.

10

In each

g
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Kefauver, st al.); mww v. Hynson. Westcott and
Qunmng_lm,_ 412 U.S. 609, 613, 630 (1972).

(mfAs the prlnc1pal sponsor of the relevant provisions of the

1962 amendments (and certain of his colleagues) empha51zed

sslbly argue that
S8ay the relief of
tantial evidence,"
nce the cure of
" ¢consideration which
ral of the initial
'compelllng for

- On what logical basis’can oni
initial claim for a drug,
daches, should be supported by
that successive claimg, for

eed not be so- supporl'd°*ﬂ
ld,warrant examination and ap
Llaim would be just as- approprla
”slve clalms u* *

;th the beneflt of this loophole tpeyexpectatlont
1d be that the initial elaim ¥ tend to be quite
ed, which, of course, would exp/ e approval of the
‘drug appllcatlon Thereafter it ’ '
imit" and extreme claims of any’ could be made
Jubject only to the very cumbersomé ‘Bower of the FDA to
seize a single specific shlpment_,of the drug as
Wmlsbranded S : ' ’

e C A N. at 2901 (v1ews

(1976)w'(expre591ng intent that wherew partlcular dev1ce is

1ntended to be used for more than one purpose * * * * each use may,

at the Secretary's dlscretlon, be treated as constituting a

‘dlfferehtJ device for purposes of classification and other

regulatioh")

_ ”Thus, PhRMA's contention (PhRMA Br 13 n.6) that the FDCA does
not prohlblt a drug manufacturer from dlstrlbutlng a drug for a new
use as long as the FDA prev1ously approved the drug for a prior use
is flatly wrong. As explained above the FDCA plainly does require

manufacturers to demonstrate the effect' 'ess of thelr drugs for

all 1ntended uses before they are dlstributed for those uses:

11

NO. 94 853 at 14- 15
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(1) (A), (d) (5); see also 108 Cong.

\/
~

L L T P

Rec. 17,366 (Aug. 23, 1962).3

If PhRMA's position were correct, the "loophole" that Senator

product is safe and effectlve for such use. -
p031tlon,/wh1ch, insofar as we are aware, the drug

previously ‘advocated, would cripple the FDA's ablllty to ensure

that new drugs are effective for thelr 1ntended

also place the ;pubfi& at the “and hdev1ce

entrepreneurs. See Hnlngd~SLa£es v. Rutherford, 442 U.s. 544 558
(1979) . In sum, PhRMA's position is contraryfto the FDCA, the
agency's regulations, and sound public policy, and it -has no

Support in the case law. TR L

PhRMA also ircorrectly contends (PhRMA Br. 12) that, under the

Vgovernment's view of the FDCA, "it is the speech and speech alone

that renders the otherwise lawful sale of a drug illegal." The

'As one commentator has explained, "[alny change in the
recommended conditions of use, relating to such aspects as * * +*
the indications for use, requires * * * the approval of a

Supplemental [New Drug A@pllcatlonl before marketing." ... Peter
Barton Hutt,

+ 33 Association of Food & Drug - 0ff1c1als ‘of the
United States Quarterly Bulletin 3, 12 (Jan. 1969) .

12
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speech does not "render" the sale of a drug unlawful rather, the

urnishes e V1dence of the manufacturer S unlawful 1ntent to

only one plaus1ble explanatlon the manufacturer 1ntendsy'to

encourage the phy51c1ans to prescribe their products forbt:e off-

label uses even though the manufacturer has not demonstrated that

s

the unapproved uses are safe and effective. Because Congress has

prohlblted thevdlstr

tlon of drugs and medlcal dev1ces for an

4Although 'PhRMA suggests otherwise (PhRMA, Br. 12), a
manufacturer's continued distribution of a drug or device. with the
knowledge that the product is subject to widespread off-label use
could demonstrate that the manufacturer intends to distribute the
product for that off-label use See 21 C.F.R. § 201.128; 21 C.F.R.
§ 801.4; see also H.R. Rep. No. 94-853, at 14; 37 Fed. Reg 16,504
(Aug. 15, 1972). The dissemination of off- label information is

~just one type of evidence that can be used to demonstrate a

manufacturer's unlawful intent. As this Court has recognized, the
"intended use" of a product is determined "from its label,

accompanying labellng, promotlonal clalms, advert131ng,h
other relevant source. .
655 F.2d 236, 239 (D.C. Cir.

1980) .
13




scheme at issue there involved he regul

unapproved use, it can also prohibit the disseminétion of
infofmation that would prombte such unlawful distribution.
See gi;;ahuzgh_zxgaa, 413 U.S. at 388-89.°

’d. PhRMA erroneously contehqs (Ehg%g Br. 13-14) that Egaxsén

v. Shalala, 164 F.3d 650 (D.C. Cir. 1999), "inherently rejects" our

: argumgnt here. Until filing its petition for rehearing in Pearson,

,theiéovernment did not argue in this Court that the statutory

"Lor}: of J.llegal commercial
activity along the lines permitted under such cases as Wicchell and
Riggéigtéﬁ;g;gég; and th§kpéﬁeldgidpnotﬁéddréss thé iésue in its
opinion. See Pearson v. Shalala, 172 F.3d 72, 72-73 (D.C. Cir.
i999i:(silberman, J., concurringfin denial of rehearing en banc).

The sgbgequent denial of rehearing does not preclude the government

from litigating the issue in this case. See United States v.

s s s iR T

North, 920 F.2d 940, 950 (D.C. Cic. 1990), cert. denied, 500 U.S.
941 (1991).°

‘Contrary to WLF's suggestion (WLF Br. 25 n.10), the FDAMA
does not preclude a manufacturer from disseminating information to
dissuade physicians from using its products in an unapproved
manner. The purpose of the FDAMA is to ensure that manufacturer

WA

‘promotion of off-label uses is unbiased, balanced, and ultimately

substantiated by scientific ' evidence. See, e.g., 21 U.s.C.
§§ 360aaa-3, 360aaa-6(a), (b). Although the FDAMA precludes a
manufacturer from disseminating information to ensure that
physicians are prescribing a drug for an off-label use in a "proper
manner" (WLF Br. 25 n.10), that result makes sense, because such
dissemination would constitute evidence that the manufacturer
intends that the product be used for an unapproved purpose.

‘Moreover, the Court in Pearson recognized that "[d]lrugs * * #*
appear to be in an entirely different category" than the dietary
supplements at issue in that case because "the potential harm
presumably is much greater." Id. at 656 n.6.

14
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This case is also very different from 44 Liquormart. Inc. v.
Rhode Island, 517 U.S. 484 (1996). In 44 Liquormart, the State
attempted to justlfy a ban on certain llquor advert1s1ng based on;

~its unexercised power to "ban the sale of alcoholic beverages

outrlght 517 U.s. at 508. Thus, t

everages, it only' banw d“<

Qiﬁ@ approval in gg;higugzmﬁx;'"“sgg’ngLUdS at 497 n .7 (plurallty

-opinion). Moreover, the 1nformatlon atllssue 1n thls case is far&>

could have far more dangerous conseque es for the publlc than the i

FOI objectlve and ea51ly evaluated retail prlce 1nformatlon that was

. banned from advertising in AA_ngug;ma;;

' 2.a. WLF does not challenge the dlstrlct court's ruling (J.A.

806) that the FDAMA's supplemental appllcatlon requirement dlrectly'
wmaterlally advances the government's interest in encouraging
’manufacturers to undertake the sc1ent1f1c studies and to perform
iy the ‘other steps necessary to obtaln FDA approval for the off-label
uses of their products.

 WLF and its amici contend, however, that the government's

additional interest in preventing manufacturers from selectively

diseeminating favorable off-label information to physicians is not

15




"substantialfﬁin light of its alleged paternalistic character. But
the FDAMA was nctmenected to keep physicians ignorant of truthful
information about off-label uses. To the contrary, the statute
applies only to manufacturers and only with respect to products in

which they have a commercial interest.

Moreoverc thevFDAMA”does not 1nterfere w1th the treatment,

Rather,

it ensures that phys1c1ans can

~district court

recognlzed absent regulatlon, "manufacturers w11 ikelyibnly seek

to dlssemlnate 1nformatlon that presents thelr product in a
favorable llght." J,A. 752 (13 F. Supp. 24 at 65) And 1f off—
label uses are as prevalent as WLF suggests, the need for

physicians to receive unbiased and complete 1nformat10n in maklng

G

their treatment dec1s1ons is partlcularly strong

Our system of regulating drugs and devicesyig}premiseg on the
principle that there is a legitimate government and public health
interest in ensuring that information about such products is
-accurate. Indeed, that is why Congress established an expert

agency to evaluate _the complex scientific data for each new

1ntended use of a drug or device before allowing the product to be
distributed for such use. The FDA has the resources and relevant
expertise to evaluate the data to determine whether a particular
use is safe and effective; individual physicians generally do not.
Thus, the FDAMA encourages manufacturers to perform the

scientific studies necessary for the FDA to make those judgments,

16
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interest in‘enéuri

and it enables physxclans to treat their patlents w1th the benefit
of full disclosure of relevant data by manufacturers seeklng to
promote the off- label uses of their products. As explalned in our

opening brief (at 43), the Supreme Court and this Court have

recognized the valldlty of 1nterests that ‘are
"paternallstlc" than the 1nterests at 1ssue 1n thls c

e.g.., Eubzn

. 514 U.S. 476"

Br. 41-43, 45 46. However, WLF and 1ts amici present a
incomplete view of the benefits and risks of off label uses of

drugs and medlcal dev1ces and the FDA's position with respect to

-such unapprOVed uses.p As explained in our openlng brlef (at 44)

the FDA has recognlzed that off- label uses occur and that they can

it

be benef1c1al in certaln c1rcumstances But there is good reason
why Congress has required manufacturers to demonstrate the safety
and effectiveness of the uses of their products when they are to be
commercially distributed for those uses. As the record below also
demonstrates, the risk to the public from unproven uses of drugs

and devices is both real and substantial. See J.A. 523-2477537-35,

17




594;95 ~ Patients can be dlrectly harmed by the drug or device, or
an 1neffect1ve drug or device might be _used in place of another
drug or dev1ce that has been approved for the particular condltlon,

thereby depriving the patlent ‘opran effectlve treatment

tallored means oL

Another prov191on of the FDAMA does extend by six months the period

of . market exclu51v1ty for certaln

”imanufacturer conducts studles request/d’ he FDA to evaluate the
safety and effectlveness of certain offrlabel pedlatrlc uses of
those drugs. See 21 U.S.C. § 355a(a )5;(c), Thus, Congress has
adopted an alternative means of encouraging manufacturers to obtain

approval of off-label uses in the pedlatrlc area, where off-label

uses are partlcularly prevalent Sge J.A. 727, and the need for

i L A

adequate studies is particularly compelling.

.. Congress was not required similarlyyto extend the period of
exclusivity for all other drugs. 1Indeed, such action would have
undermined Congress's competing interest in promoting competition
in the drug industry, which Congress has furthered by enacting

provisions of the FDCA that allow low-cost generic drugs to enter

18
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fd

. (D.C Cir. 1999) Congress was not requlred to undermlne those

the market through an abbreviated approval process. See Drug Price

Competition and Patent Term Restoration Act of 1984, Ppub. L. No.

98-417, 98 Stat. 1585 (1984); Teva Pharmaceuticals. U.S.A.. Inc. v.
Wﬁimwmm 182 F.3d 1003, 1004

g, ‘Contrary to the contentionstq§;WLF (Br. 40-41) and the

Amerlcan Civil leertles Unlon'("ACLU") (Br. 1-20), the district
court correctly concluded that the ‘FDAMA regulates commercial

speech rather than pure speech The FDAMA applles only to the

T Y # £

dlssemlnatlon of off- label 1nformatlon by manufacturers proposing

'commerc1al transactions. The FDAMA 1n no way restricts the

exchange of lnformatlon among sc1ent1sts, researchers, physicians,
or members of the general public. Even with respect to manu-
. facturers, the FDAMA applies only to the unsolicited dissemination

of'off label 1nformat10n Thus,‘the FDAMA expressly prov1des that

it shall not be construed as prohlbltlng a manufacturer from
dlssemlnatlng such information in response to a physician's

unsolicited request. See 21 U.s.c. s 360aaa-6(a).

The contention of the ACLU (Br. 10) that the FDAMA and the

challenged FDA Guldance Documents "broadly preclude manufacturers

.from virtually any comment on an issue of public importance" is

19




also inaccurate. , The statute and Guidance Documents apply only to

the manufacturers' promotion of unlawful commercial transactions.

And it is difficult to dlscern how a manufacturer could’ "strip all

commercial features" (ACLU Br. 13) from its unsollc1ted

dlssemlnatlon of information about the off- label uses of its drugs

ﬂs to theuphy51c1ans who prescrlbe those products

act1v1t1es Vlolates the Flrst Amendment . WLFfé treath nt'ef that
issue warrants ngtaddltlonal response.

CONCLUSION

For the foregoing reasons, the judgment of the dlstrlct court

should be,reversed.

Respectfullyhsubmltted
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' DRUG PRICE AND PATENT TERM ACT
o P.L. 98-417

DRUG PRICE COMPETITION AND PATENT
. TERM RESTORATIONACT

P.L. 98-417, see page 98 Stat. 1585

ne 26, 1984 |

teport (Judibinfy Cémmit}_t_e’g)‘%N_a‘

June 23, August 10, September
. House September 6, 1984
3 _in lieu of the House bill after ar g its |
guage to contain the text of the House hill. The {ouse Re
- (Part I, this page, and Part II, page 2686) and a Related Report
~ (page 2721) are set out. e ,
| - HOUSE REPORT NO. 98-857, Part 1
. The Committee on Energy. and Commerce, to whom was referred
the bill (H.R. 3605) to amend the Federal Food, Drug, and Cosmetic
Act to authorize an abbreviated new.drug application un section
.~ 505 of that Act for generic new drugs equivalent to approved new -
- drugs, having considered the same, report favorably thereon with
‘ariendments and recommend that the bill as amengjgd_"gg pass. e

L I * L * L

(page 14]
PURPOSE AND SUMMARY
~The purpose of Title I of the bill is to make available more low
~coat generic drugs by establishing a generic drug approval proce-
dure for pioneer drugs first approved after 1962. Under current

law, there is a generic drug approval procedure for pioneer drugs
'aggroved before 1962, but not for pioneer drugs approved after
1962, :

Title I of the bill generally extends the procedures used to ap-
prove generic copies of pre-62 drugs to post-62 drugs. Generic copies

2647




~cides the suit for pate

_law, a patent continu

LEGISLATIVE HISTORY »

~P.L. 98417

| . lpagers)

of any drugs may be approved if the generic is the same as the
original drug or so similar that FDA has determined the differ-
ences do not require safety and effecti esti '
Title I also requires patent owners to
regarding produce and use patents
neric copies of these drugs may

... expire unless the generic company rtifies that the patent is in-

‘the generic company
fication and approval
ve until the court de-
a period of 18 months,
given when the generic

be infringed. In suc

‘whichever occurs first. No
has submitted an ANDA w
--=:In addition, Title I affor

are approved for the
er, drugs which were
the date of enactment

ate a new incentive for
development of certain
vernment approval. The
time lost on patent life
proval. Under currrent
r of the product is

The purpose of Title II of the bill is
increased expenditures for research ,
products which are subject to premarket go
incentive is the restoration of some of the
«.while the product is awaiting pre-marke
es to run while t.
testing and awaiting apprcval to mark
- Title Il of HR. 3605 provides for n
patent on certain products subject to pre-market approval. The ex-
tension would be for a period equal to: (1) half of the time required
to test the product for safely (and effectiveness in some cases); and
(2) all of the time required for the agency to a prove marketing of
the product. These products include: human drugs, animal drugs,
medical devices, and food and color additives.

Title II places several limits on the period of patent extension.
First, the period of extension may not exceed two years for prod-
ucts either currently being tested or awaiting approval. For all
other dproducts, the period of extension may not exceed five years,
- Second, the period of patent extension when added to the patent
time left after approval of the product may not exceed fourteen
years. Third, any time that the product’s manufacturer did not act
with due diligence during the regulatory’ eview period would be
subtracted. = . o

Finally, Title II provides that it is not an act of patent infringe-
ment for a generic drug maker to import or to test a patented drug
in preparation for seeking FDA approval if marketing of the drug
would occur after expiration of the patent. _ o

naxon of the earliest

HEARINGS

The Committee's Subcommittee on Health and the Environment

held one day of hearings on H.R. 3605, the Drug Price Competition
Act, on July 15, 1983. Testimony was received from 15 witnesses,
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©* Prior to 1962, the Federal Food, Dug
~‘required that all drugs be approved as

'marketing.

- tion is submitted in an abbreviated new

- tive. Moreover, such retesting is unethic
some sick patients take placebc 6 and be

DRUG PRICE AND ,PATEN’l" TERM ACT
o P.L. 08-417
- [page 16]

' representih_g nine organizations.. with additional material submit-
ted by two individuals and organi e B

zations:

metic Act (FFDCA)
fore they could be
all new drugs, ge-
d gf{ggtive prior to

marketed. The 1962 amendments requit
neric and pioneer, must be approved ag

As a result of the 1962 amendments, FD
ing pre-1962 drugs. First, the agency ¢
Study (DESID to determine if all pre-1962 d
Second, FDA established a policy permitting the approval of a ge-
neric drug equivalent to s gufe &rid EiTettive pra-19 pioneer drug.

As a result of the 1962 amendments, th s ‘manufacturer of a pio-
neer drug must conduct tests on humans that show the product to
be safe and effective and submit the results in a new drug applica-
tion (NDA). A manufacturer of a generic’ ug must conduct tests
that show the generic drug is the sa e pioneer drug and
that it will be properly marnufactured beled. This informa-

application (ANDA).

n ANDA is that the
duct human clinical
essary and wasteful
be safe and effec-
juse it requires that
treatment known to

id two \t'hings regard-
d the Drug Efficacy
Irugs were effective.

The only difference between a NDA and a
generic manufacturer is not required
trials. FDA considers such retesting to be
because the drug has already been determi

be effective. : : fie

The FDA allows this ANDA procedure only for pioneer drugs ap-
proved before 1962. There is no ANDA procedure for approving ge-
neric equivalents of pioneer drugs a proved after 1962. While the
FDA has been consi ering since 1978 an extension of the pre-1962
ANDA policy to t-1962 drugs, it has not extended the regula-
tion. Because of the agency’s failure to act, Title I of H.R. 3605 is
necessary to establish a post-1962 ANDA policy.

Some have suggested that “Paper NDAs"” be used to approve ge-
neric equivalents of pioneer drugs approved after 1962 nder the
Paper NDA procedure, the generic manufacturer may submit sci-
entific reports, instead of clinical trials, to support findings of
safety and efficacy. This procedure is inadequate, however, because
FDA estimates that satisfactory reports are not available for 85
percent of all post-1962 drugs. e ‘
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LEGISLATIVE HISTORY
P.L. 98-417
, [page 17)
Currently, there are approximately 150 drugs approved after
1962 that are off patent and for which there is no generic equiva-
lent. All of these drugs could be approved in generic form if there

was a procedure. Each year, more pioneer drugs go off patent and

become available for approval as generics.

ample, is the most widely used diuretic for the
h_blood pressure. Its patent expired in 1981

falium is ¢ tranquilizer whose patent expires in 1985. An-

ther who tent has expired is indocin, an-anti-inflamma-
tory drug used he treatment of arthritis that is the tenth high-

est selling drug in the United States. — ' L
- The availability of generic versions of pioneer drugs approved
after 1962 gave American consumers $920 million over the
next 12 ye: ler Americans, in particular, would benefit be- =~
cause they o8t 25 percent of all prescription drugs. -

; Moreover, lack of generics for post-1962 pioneer drugs will
" 'cost Federal and State governments millions of dollars; For the
drug metronidazole, purchased by the Department of Defense, the
taxpayers saved approximately $1.2 million in one year Hs a result
f the avai ity of a lower priced generic version. Federal and
State gover: ts will be denied comparable savings on'drugs ap-

proved after 1962 because of the lack of an approval

e R I . /‘;
T! " I1=-PATENT TERM RESTORATION

- - Patents are designed to promote innovation by pr

been obtained if direct compel
centives for innovative activities.

Although the
period during the patent term in which products are marketed (the
effective patent term) is usually less than 17 years because patents

_ often are ob | before products are ready to be marketed.

~ Effective nt terms are influenced by many factors, including
Federal pre'niarketing and premanufacturing regulations. The

- products covered by these regulations include pharmaceuticals,
medical devices, food additives, and color additives. Pharmaceuti-
cals for instance cannot be marketed in the United States until
they have been approved by the Food and Drug Administration
(FDA). To obtain such approval, drugs must undergo extensive test-
ing to prove they are both safe and effective. All these products are
subject to different regulations that have had varying impacts on
effective patent terms. . ,

In testimony before several Congressional committees, represent-
atives from the pharmaceutical firms that are heavily involved in
basic research and rely upon patents, claimed that the average ef-
fective patent term of drugs has declined. They argued that a con-
tinuation of the decline would result in decreased expenditures for

research and development and, eventually, in a decline in the in-

troduction of new drugs.
' 2650

10ng the dr ailable or soon to be availabl;'for‘%gv;r‘i‘eric ap- o
1 ' five . llers: valium, motrin, inderal, dyazide, and

procedure.

ling the

cl thers from making, using, or selling an invention. .
They enable innovators to obtain greater profits than could have

if direct competition existed. These profits act as in-

patent term in the United States is 17 years, the
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DRUG PRICE AND PATENT TERM ACT
P.L. 98-417
[page 18] . .
As compensation for the loss of patent term due to government
review, the research intensive firms argued for patent term exten.
i islation. They stated that the legislation would create a sig- -

- nificant, new incentive which would result in increased expendi-
tures for research and development, and ultimately in more inno-

 Coumrrres Ovemsicu Finoivos
o clause 2(1X3XA) of Rule XI of the Rules of the louse
entatives, the Committee reports that oversight of the
Drug Administration and the Federal Food, Drug, and
was conducted by the Subcommittee on Health and
ent. A hearing was held on July 15, .
mmittee’s oversight activities have inco
into the legislation and are discussed in those portions
eport ‘entitled “Background and Need for the Legislatio;
“Section-by-Section Analysis.” P
CoMMITTEE ON GOVERNMENT ,O?EF“Qﬁéf BT
o clause 2(1X3XD) of rule XI of the Rules of the House
tatives, no oversight findings have been submitted to
ittee by the Committee on Government Operations. '
s s »Goummml@eswsﬂmnlé;{ ‘ ;
In compliance with clause 7(a) of rule XIII of the Rules

House of Representatives, the Committee believes that the costs, if

" any, incurred in carrying out H.R. 3605 will be offset by savings to

‘the Federal government. In testifying before the Committee’s Sub--
committee on Health and the Environment, officials from the Food
and Drug Administration estimated that any greater workload re-
sulting from the approval of generic drugs under Title 1 would be
absorbed initially. Later, the officials estimated, some additional
staff might be required to process generic drug applications. This

-+ “additional staff could cost up to $1.1 million. The actual cost to the
~ Federal government cannot be estimated because it is unknown

how much additional staff, if any, might be hired. .

w0 Enactment of the legislation, however, will result in significant

cost savings to the Federal government. Unlike the costs of HR.

3605, these savings are certain. The Federal government spent

about $2.4 billion for drugs in 1983. Many of these drugs will be .

~ available as low cost generic after enactment of H.R. 3605. For ex-

ample, the Department of Defense saved approximately $1.2 mil-
lion in one year when a lower priced generic version of metronida-

zole became available.
""" CONGRESSIONAL BUDGET OFFICE ESTIMATE

Pursuant to clauses 2(1%3) (B) and (C) of rule XI of the Rules of
the House of Representatives, the Committee sets forth the follow-
ing letter and cost estimate prepared by the Congressional Budget

.. Office with respect to the reported bill:
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" Restoration Act of 1984

LEGISLATIVE HISTORY
P.L. 98-417
{page 19)

- -U.S. CoNGRess,
CoNGRessiONAL BupGer Orrice,
e Washington, DC, June 19, 1984.
Hon. Joun D. DiNGELL, = - = L e
Chairman, Committee on Energy an:
House of Representatives;, Washing
 _DEar MR. CHAIRMAN: The ‘
viewed H.R. 3605, the

tee on Energy and Commerce on June 12, 1984,
_ Title 1 of this bill would allow d nufacturers to use an ab-
breviated new drug application (A vhen seeking approval to
make generic copies ved by the Food and
Drug Administratic )y) atte An_estimated 150 drug
roducts approved after 1962 are ¢ tly off patent and would
gecome available for generic copy using the ANDA procedure pro-
posed in this bill. « I
The FDA estimates that the enactment of H.R. 3605 would at
least triple the workload of the division t"eu%‘onsible for approving
ANDASs. Currently, this division reviews AN JAs for generic copies
of pre-1962 approved drug products. The workload would increase
as several manufacturers file an ANDA for each drug product that
becomes available for generic copy. Because they would be review-

ing information on-new"drugs; the*FDA" béliéves it would take
them a year to process each of the new ‘applications. This is about
three months longer on average than irrently takes to process
a pre-1962 ANDA. Dr. Marvin Seife, D r of FDA's Division of
Generic Drug Monographs, testified : the Subcommittee on
Health and the Environment that a gr r workload could at first
be absorbed, but may later require onal office space and 15
new FDA employees. Assuming an ave ' full-time ettaivalent po-
sition plus overhead and fringe benefits is $70,000, the potential
cost to the FDA of implementing this legislation could about
$1.1 miilion. The actual cost to the federal government would
depend on the extent to which the FDA would expand to accomo-
date the increased worklool, ; ‘ :
Enactnient of this legislation could also result in savings to both
~.the federal and state and local governients. In fiscal year 1983,
the federal government spent approximately $2.4 billion for dru
in the Medicaid program, and in veteran and military hospitals.
Data on drug costs in the Medicare program are unavilable. If the
federal government is currently purchasing these 150 copiable drug
products at higher, brand name prices, savings may result if lower
priced, generic copies of these drugs are substituted.
1t is difficult to know in advance which of the available 150 drug
products manufacturers would choose to copy. It is also difficult to
estimate the price at which these generic copies would be sold. Ge-
neric versions of ten popular drug products show their price to be
on average 50 percent less than their brand name equivalent. The
dollar amount the federal government currently spents on these
150 brand name drug products is unknown, . : E
Title II of this bill would extend the amount of time for which
certain patents are issued to include some or all of the time re-
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DRUG PRICE AND PATENT TERM ACT
o PL®ar
e (page 20]
quired for a manufacturer to test a product for safety and efficacy
and to receive marketing approval, Products affected by this legis-
lation would be drugs, medical devices, and food and color addi-
tives. Manufacturers must show due diligence in their product test-
~ ing or this amount of time will be sub '
the patent. This dpl't:i on would 'P
FDA. They would be esponsible for kee
'8_product testing time and f,
pleting the testing. These co

Enactment of this bill could r

cted from the total life of
 additional burden on the
eping track of a manufactur-
termining their di
' ould be

wevi

budget such as Medicare, Medi
tion. However, the magnitude of

"~_Please call me if I can be of additi
may wish to contact Carmela Pena (22
sis Division for further details on thi

© " Sincerely, e

" Emic HANUSHEK
dolph G. Penner, Director).

. : - INFLATIONARY IMPA
Pursuant to clause 2(1X4).of.r
Representatives, the Comm‘:%tee
with regard to the inflationary im
. The Committee believes that eéi
have an inflationary impact upon the economy. In fact, Title I of
the bill will have a deflationary effect because it makes available
lower priced- generic versions of drugs. Such generic drugs are
three to fifteen times less costly than their brand name counter-
parts. The estimated $1 billion cost savings to consumers as a
result of Title I's generic drug a’p?fbiia!_ procedure will have a de-
flationary effect upon the national economy. While Title II of the
bill provides for a_ imited extension of the patents on certain prod-
ucts, the Committee believes that the additional patent term will
act ag a spur to develop innovative and, ultimately, less costly
- treatments for diseases. =~ s R

the,Butes '_>o'f" the House of
the following statement

the reported bill:
ent of H.R. 3605 will not

SECTIbN-BY-SECTION ANALysis

TITLE I—DRUG Pnlc_i:“co (PETITION AcT
. . Section 101 |
Section 101 amiends section 505 of the Federal Food, Drug and
Cosmetic Act (FFDCA)! to establish a new subisection (J) providing
for the approval of abbreviated new drug upplications (ANDA).

Paragraph (1) of subsection (j) sets forth the information which
must be included in an ANDA.

'21 US.C. 355.
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- R [page 21]
NDA's for drugs which are the same ,
‘of drugs which are the same as
bill is to provide the Food and Drug
fficient information to assure that the gener
e listed drug 2 that has previously been de
ffective. Some have suggested tha
I in all respects to the listed
ations that permit ANDA's
uch distinction.? In rejecting the
FDA regulation comments that i
e samme in dosage form, streng
tains the same active ingr
nder the same conditions of
d the FDA's policy of utilizin
bill permits an ANDA -to be app
ications for which the listed drug'h

below. . . .
DA must include sufficient informatio ;
, wdit f use for which the applicant is see ng ’a;;p
. are the same as those that have been previously 7pprgw‘ed [0
e listed,gjrg%’.’ The aﬁplicant need not seek approval for all of th
+~dications for which the listed drug has been approved. For e
‘ple, if the listed drug has been approved for hypertension “a
- angina pectoris, and if the indication for hypertension is protect
) ,then the applivant could ek approv
; an‘%}na ‘pectoris indication.
- While the FDA'’s current regulations for cons
ionéer dr‘ufs dpproved before 1962 permit an apﬁl
.:for approval for an indication other than that ‘which ha X
proved for the pioneer drug, section 101 of the bill verturns
polici;.s Thus, an ANDA may not be considered for a conditio :
use that has riot been previously approved for the listed drug. - I
- ... An ANDA must also contain sufficient information to show that
the active ingredients of the generic drug are the same as those of -
the listed drug. If the listed drug has one active ingredient, then
the active ingredient of the generic must be the same. If the listed -~
drug has more than one active ingredient, then sufficient informa: -
- tion must be included to show that all of the active ingredients i
the generic drug are the same. L
In addition, an ANDA must contain sufficient information to -
show that the route of administration, the dosage form and the -
(s!trength of the generic drug are the same as those of the listed
rug. .
Further, an ANDA must include sufficient information to show
that the generic drug is bioequivalent to the listed drug.

"2 The term “listed drug” is explained in paragraph (6) of new section 505(j) of the FFDCA. .
cenmn{;‘: listed drg includes any drug that has been approved for safety and effectiveness or -
that has n‘s’p&m, under new subesction (j). T !
348 Fed. Reg. 2751 (1983).

¢ 1d. at 2753,

$1d. at 2755. ,
.21 CF.R. 314.2c} provides in part: e G T
.. “A prospective applicant may seek s determination of the suitability of ait abbreviated new i
drug application for a product that the applicant believes similar or related to ‘a drug product
that has been declared 1o be suitable for an abbreviated new drug spplication . . .” R
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o (page 2] R
ust contain adequate information to show

, L contain ag that
ed labeling for the generic drug is the same as that of
’ “ngle Committee recognizes that the proposed label-
C c drug may not be exactly the same. For example,
for the two products. Another example is

ess of the manufacturers wou
he coating of the listed drug and another col
generic drug. The FDA might requi
pecify the color in its label. The g i
used a different color, wouid have to
abel. E
st include a list of all the compone
ption of the composition of the gene:
ethods and controls used in the o
ng of the generic drug, samples of
onents, and specimens of the proposed labelis
A must include a certification by the applica
certain patents applicable to the listed

mation has been submitted under s
pect to all product patents which claim the _ ‘

' patents which claim an indication for the drug for
ich the icant is seeking approval (hereafter described asa
. _controlling use ‘patent), the applicant must certify, in his opinion "
" 'and to the best of his knowledge, as to one of four circumstances. =
.. The applice ?{aeertify that-the' patent-inforfiation required

* under sections 505 (b) and (c) has not been submitted if that is the

_ case. If appro , the applicant may certify that one or more of : ‘ T
- the pr it - ntrolling use patents provided have expired. =~

- Third, the applicant may certify when appropriate that one or
more of the product or controlling use patents will expire at some
specified date in the future. When the applicant makes these certi-

* fications, it must rely upon the patent information supplied to the

- FDA. Last, an applicant may certify if applicable that one or more -
of ftl}e gdroduct or controlling use patents are invalid or will not be
miriged.: : B e : LA B e
_The Committee recognizes that in some instances an applicant

*will have to. make multiple certifications with respect to product or
controlling use patents. For example, if the rroduct patent has ex- .

~ pired and a valid controlling use patent will not expire for three

“years, then_-ﬁhe“_a7p!icant must certify that one patent has expired

- and_the other will expire in three years. The mmittee intends =~

~ that the applicant make the appropriate certification for each prod-

" uct and controlling use patent. o 8

Eighth, if there are indications which are claimed by any use
patent and for which the applicant is not seeking approval, then an
ANDA must state that the applicant is not seeking approval for
those indications which are claimed by such use patent. For exam-
ple, the listed drug may be approved for two indications. If the a
plicant is seeking approval only for indication No. 1, and not indi-
cation No. 2 because it is protected by a use patent, then the appli-
cant must make the appropriate certification and a statement ex-
plaining that it is not seeking approval for indication No.2. =~ . .

Finaﬁ , the Committee intends that an ANDA contain any infor-

" mation available to the applicant regarding reports of adverse ef-
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fects not reflected in the labeling, an environmental impact analy-
sis pursuant to FDA regulations, statements regarding the protec-
tion of human subjects in clinical investigations as required by
FDA regulations, and a statement regarding compliance with good
laboratory practices in non-clin nvestigations as required by

FDA regulations.® TR TR,
ANDA'’s for drugs which a
Paragraph (2XC) prohihi
for a generic drug which
change is permitted by the s
tion requesting the change
- If an applicant wishes o vai
form or strength of the gener
first petition the FDA for pe
fering generic drug:In addi
‘one of the active ingredi
drug when the listed drug
active ingredients of the gene
other active ingredients of the li

pé n from submitting an ANDA
from the listed drug unless the
e FDA ha; granted a peti-

rug from the listed drug, it must
‘to file an ANDA for the dif-
plicant may request to vary
eneric drug from the listed
ation product. The remaining
g must be the same as the

These are the only chang the listed drug for which an ap-
plicant may petition. As is éxplained in the ANDA regulations for
pre-1962 drugs, the Committee ‘generally expects that approval of
petitions will “ordinarily be limited to dosage forms for the same
route of administration or to Iy related ingredients.”” If the

FDA grants a petit or.a change from the listed drug, the FDA
oy Caotive such h %%onf“iﬁ*‘tﬁé ANDA regarding

the change as it deems n
The FDA must appr
fering generic drug unless cli

rove & petitio
inical

udies are needed to show the
safety and effectiveness of t nge. In reviewing a petition to
change one of the active ingredients in a combination product, the
Committee does not intend to change the FDA's current policy re-
garding the evaluation of the safety and effectiveness of combina-
tion products. If the FDA finds that safety and effectiveness testing
of the active ingredients of the drug, individually or in combina-
tion, is required, then the FDA ‘must deny the petition.
The FDA must either apprové or disapprove a petition within 90
days of its submission. As is the case under the current regulations,
_“there is no legal requirement that the hearing opportunity provid-

ed by section 505(c) be made available to ANDA applicants who dis-

agree with an adverse agency decision” on whether clinical studies
are needed to show the safety and effectiveness of the differing ge-
neric drug.® “Appropriate review of such decisions may be
had . . . under the applicable standard—that applicable to admin-
istrative decisionmaking generally—which is whether the agency's
decision is arbitrary, capricious, an abuse of discretion, or other-
wise not in accordance with law (5 U.S.C. T06(2XA»).”® If the FDA

T 1d, st 2356, See 21 CFR 314210 t4), 151, 161, (1), and &),
*1d. at 2755. See 21 CFR 314.21c). o &
:{:. at 2752,

the route of admmxstratmn.dosag sage

ion to submit an ANDA for a dif-
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does not approve a petition, then an ANDA may not be filed for a
generic drug that varies from the listed drug. ,
An ANDA for a drug which differs from the listed drug and for
which a petition has been approved b e FDA must contain such
additiona] information regarding the difference as the FDA may

itio -‘example, if the route of

that of the listed

administration of the ge

that change as it deems n

therapeutic effect when administered

An example of such a change in of ,tﬁé"act_:ve‘xngfédients

~ that the FDA might find acceptable is the substitution of acetamin-

ophen for aspirin in a combination product. Another example

might be the substitution of one antihistamine for ‘another. The
active ingredient, which the applicant

“wishes to vary and which
the FDA has granted a petition, must have been approved for
safety and effectiveness or must not be within the requirements of
section 201(p) of FFDCA.!° | ) : o

Certification of invalidity of noninfringement of a patent

When an applicant certifies that any product or controlling use
patent is invalid or will not be infringed, paragraph (2(B) requires
that it must give notice of such certification to either the owner of
the patent or the representative of the patent owner that was des-
ignated when the patent information was submitted under section
505(b) or {c) of the FFDCA. The FDA may, by regulation, establish
a procedure for designating in the NDA the representative of the
patent owner. In addition, notice of the certification must be given
to the holder of the approved New Drug Application (NDA) for the
drug which is claimed by a product patent or the use of which is
claimed by-a use patent. ‘ .

This notice must be given simultaneously with the submission of

‘an ANDA. The Committee does not intend that applicants be per-

mitted to circumvent this ‘notice requirement by filing sham

ANDA'’s or ANDA's which are substantially incomplete. The Com-
mittee intends that the applicant must have made a good faith
effort to meet the requirements set forth in paragraph (2XA) re-
garding the contents of an ANDA. .
While the Committee does not intend that failure to include a
minor piece of information in an ANDA vitiates the effectiveness

of the notice required under paragraph (2XB), an ANDA must in-

102y US.C. 32lipt For example, a drug marketed prior to 1938 and u,,ncl)gnged is a “grandfa-
thered drug” and thus not within the scope of the definition of “'new drug” set forth in section
201tp) of the FFDCA. Another example of a drug outside the scape of section 201(p} is & product
that is generally recognized as safe and effective and that has been used to a material extent or

. for a material time.
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clude the results of any required bioavailability or bioequivalence
tests. Failure to include the results of such tests when required will
void the effectiveness of any notice under paragraph (2XB). Notice
must then be given again when an ANDA with any tequired bioa-
or bicequivalence data is submitted to the FDA. = '
he applicant gives notice of the certi n “of |
n-infringement, the notice must state t
ted to obtain approval of the drug ¢

app rug o engage
al manufacture, use or sale of the generic drug befc

he patent which has been certi

. is amended after submissi
e.:ro,dnct patent or controlling ui
ged, then the notice of such certificatio
priate parties when the amend

pproval of an ANDA
‘ _rqfrapfx (3) provides that the FDA shall ap,
~x: @xcept in one of the following circumstances.
. First, the FDA shall not approve an ANDA i
in, or the facilities and controls used for, the mai
ing and packing of the generic drug are inadeq
preserve its identity, strength, quality and purity

Second, an ANDA shall not be approved if it does not
adequate information to show that each of the conditions for use
for the generic drug have been previously approv listed
drug. If an“ANDA includes & condition for-use for whi i

drug has not been approved, then the generic drug may rot be ap-

proved..o.. .. . i
Third, an ANDA must be disapproved if the ‘active ien
the generic drug is not the same as that of the listed drug and the
listed drug has only one active ingredient. An ANDA ‘must also be
disapproved if any of the active ingredients in the generic drug are
not the same as those of the listed drug unless a petition regarding
a charﬁe"in one of the active ingredients has been granted. If the
listed drug is a combination product and a petition permlttnng a
change in one of the active ingredients in the generic drug has
been granted, then the ANDA must be disapproved if the other
active in ients of the generic drug are not the same as those of
the listed drug. Further, ANDA must be disapproved in such a cir-
cumstance if the different active ingredient in the generic drug is
not a listed drug or if ‘the different active ingredient is a drug
within the requirements of section 201(p) of the FFDCA. o
Fourth, an ANDA for a drug which is the same must be disap-
proved if it does not show that the route of administration, dosage
form, or strength of the generic drug are all the same as those of
the listed drug. If the route of administration, dosage form, or
strength of the generic drug differs from that of the listed drug, an
ANDA must be disapproved if no petition regarding the change
was granted. ' ST
Fifth, an ANDA must be disapproved if the generic drug differs
from the listed drug and a petition regarding the change has been

2658

Brrmmng

S

BRSO

o

P

T



s R R R e T

DRUG PRICE AND PATENT TERM ACT
P.L. 98-417 ‘

granted, but the ANDA does not contain all of the additional infor-
~ mation that the FDA required in granting the petition. = oo
A sixth ground requiring disapproval of an ANDA for a ge

" drug whose active ingredients are the same as those of the

drug is that there is unsufficient informati
. heric drug is bioequivalent to the listed drug

ing a change in one of the active ingre‘diéhts"i‘
eric drug has bee

he listed drug. In addition, such an AN
t fails to show that the differing ge
e expected to have the same therape:
ination product when adminis '
dition of use. f L
n ANDA must also be disappr
posed labeling for the generic d
ug. Changes in the proposed lal
¢ drug is produced or distribute
factures “a grounds for disapproval. |
the proposed labeling of the generic drug beca
“ing a change has been granted is not a grotind
Eighth, an ANDA must be disapproved if it
‘mation before the FDA shows that the inactive i
. ._generic drug are unsafe for use under the condi
-~ recommended, or suggested in the proposed labelin,
© drug. An ANDA must also be disapproved if the com
~ . generic drug is unsafe under approved-cont 400 ~'
=2 ple, the composition of the generic drug might :
the type"fot“‘"qn”antit{ of the inactive ingredient i .or because
‘of the manner in which the inactive ingredient wa ded. - . .
. Ninth, an"ANDA may not be approved if the approval of the
listed drug has been withdrawn or suspended for reasons of safety
~ or effectiveness under section 505(e) (1)~(4) of
= ANDA may also not be approved if the FDA det
=+ listed drug has been voluntaril%hwithdrawn from the market for
“safety or effectiveness reasons. The Committee recognizes that ,th%

“maker of a listed drug might withdraw it from the m L
..+ .. specifying the reason or without articulating safety or ffectiveness
.- “concerns. For this reason, the Committee authorized the FDA to
~“examine whether safety or effectiveness concerns v of the
. reasons for the voluntary withdrawal of the drug from the market.
IF the FDA so finds, then an ANDA for a generic version of that

drug may not be approved. o -
Tenth, an ANDA may not be approved if it does not meet any of
the requirements set forth in paragraph (2XA). For example, an
ANDA that does not contain the certifications regarding patents
"required in paragraph (aXAXvii) cannot be approved.

t, an ANDA may not be approved if it contjajriéfany untrue
_statement of material fact.}® ‘

421 USC 3enite, T o e
'2 See Untrue statementa in application, 21 C.F.R. 314.12 (1982},
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~ “and ready for approval bef

. drug, paragraph (4XB) permi
" “"make the approval /i
“ If the applicant ¢

" approval of the AND
- applicant certified b

~ proval of the generic drug effective.

~ duty, the court may shorten

"to approve or disapprove an
eceipt of .the application. The
may be necessary so the bill
long as the applicant and

‘Parag‘razph @XA) re
ANDA within 180 d'gy;

“The Commit ogn . :
tent on the li,steddtnlg has ex-
d to assure that the FDA con-
nd_effectiveness of the generic
A to approve an ANDA but
> later date when ‘apgmprim.'
DA that no patent information
atents have expired, then the
ve immediately. If the
if i upon_the submitted patent information
that the patent or patents would expire in one year, then an
ANDA may be approved and t roval made effective in one
year' e “ . .
If the applicant certified that
trolling use patents were inv
‘the ANDA may.|
ing situation. If w 15 day:
invalidity or non-infringement
fringement regarding one or m
tification is brought,!® then ap
made effective immediately. Ins
not be made effective until 18 mon
cation was provided unless a_
patent infringement earlier. O
the approval of the ANDA by
charged its statutory responsi

pired. To deal with this situati
cerns itgelf solely with the

was supplied or

more of the product or con-
‘infringed, then approval of
mediately except in the follow-
“notice
ceived, an action for patent in-
he patents subject to the cer-
“of the ANDA may not be

Each party to the action has an affirmative duty to reasonably

cooperate in expediting the act

. If the plaintiff breaches that

au , month period as it deems ap-
propriate. If the defendant breaches that duty, the court may
extend the 18 month period as it deems appropriate. L
If the court decides that the patent is invalid or not infringed
before the expiration of the 18 month period (or such shorter or
longer period as the court decides), then the approval may be made
effective on the date of the court decision. If the court decides that
the patent is valid or infringed before the expiration of the 18
month period, then the approval may be made effective on such
data as the court orders. The Committee wishes to emphasize that
the court may not order an ANDA approved under this provision.

'3 The Committee recognizes that, in certain instances, the patent owner may sgres with the
certification of the applicant. For example, when the applicant certifies that patent No. 1 is in-
valid and patent No. 2 is not infringed. the patent owner may with the certification re-

garding patent No. 2. Then an action for patent infringement need only be brought with respect

to patent No. 1.
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These are times when approval of an ANDA may be made effective
if the FDA has approved the ANDA.

This additional remedy permits the commencement of a legal
action for patent infringement before the generic drug maker has
begun marketing. The Committee believes this procedure fairly bal-
ances the rights of a patent owner to prevent others from making,
using, or selling its patented product and the rights of third parties
to contest the validity of a patent or to market a product which
th?' believe is not claimed by the patent. o

he provisions of this bill relating to the litigation of disputes in- .
volving patent validity and infringement are not intended to
modify existing patent law with respect to the burden of proof and
the nature of the proof to be considered by the courts in determin- .

ing whether a patent is valid or infringed.
Concern has been expressed t,hfgt permittin

and possi- .,

an a plicant to |
per.iog
Ul rturns

bly before the resolution of the pate me
the statutory presumption of a nt's validity. .
the Committee intends that a patent would have the sa tatuto-
ry presumption of validity as is afforded under current law. - - .
In most instances, an ANDA will contain multiple certifications.
The FDA should make approval of the ANDA effective upon the
last certification. For example, if an ANDA contains a certification -
that a product patent is expired and a controlling use patent will
expire in three years, then the FDA must make approval of the
ANDA effective in three years. In the case where the patent certifi-
cation is amended in an ANDA to allege invalidity or non-infringe-
ment of a patent,.the.FDA.may.not.make. the. approval effective
within the 45 day period that an action for patent infringement
may be brought. .~ .. : ‘ ' ‘
o action for a declaratory

, suit

. dgment regarding the patent at
issue may be brought before the expiration of the 45 day period
commencing with the provision of notice of the certification of
patent invalidity or non-infringement. Any suit for declaratory
judgment after the 45 day period must be brought in the judicial
district where the defendant has its principal place of business or a
regular and established place of business. =

Subsequent ANDA's certifying patent invalidity or noninfringement

If an ANDA certifying patent invalidity or non-infringement is
filed subsequent to an. ANDA for the same listed drug that has
made the same certification of invalidity or non-infringement,
paragraph (4XBXiv) proyides that the approval of the subsequent
ANDA may not be made effective sooner than 180 days after the
previous applicant has begun commerical marketing, or thg date
on which the court holds the patent invalid or not infringed,
whichever occurs first. In the event of multiple ANDA's certifying
patent invalidity or non-infringement, the courts should employ
the existing rules for muitidistrict litigation, when appropriate, to
avoid hardship on the parties and witnesses and to promote the
just and efficient conduct of the patent infringement actions.!*

1428 US.C. 1407.
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Dwappmval of an ANDA

If the I'DA decides to disapprove an ANDA

‘vides that the FDA must give the applicant notu;e of the opportuni-

_a hearing on the issue of the approvability of the ANDA. To

t,self of this hearing, the applicant must submit ‘

thin 30 days of the notice. If a hearmg i8 T
t later than 120 days after the notice. Ho
ing may be held later if both the applicant and the. FDA}? A

. hearing dited basis..
zard within 90

g shall be conducted on an ex

‘;‘»h (4XDXi) provxdes that the FD
approval of an ANDA for a drug il
cluding any ester or._salt of the ;

- roved for the first time in_an ND F 1,
1982 and the date of enactment of this bill ter the

,dak f gpproval of the NDA. For example, if ac ient X
yroved in a drug for the first time in 1983. ‘when t »prov-

al of an ANDA for a drug contammg active in edient X d not

be ffectxve until 1993.

actlve mg'redxent (mcludxng any es
nt) of a drug is approved for the fi
ctment of this bill, then-paragrap
_the FDA may not make the approval of
contains the same active ingredient effecti
the approval of the NDA if the following co 3
, Fxrst, the holder of the NDA must certify t pate
been issued to any person for such drug or fo method of usmg
such drug. Second, th ive .
E:tent for such drug or for a method using such drug for any

own therapeutic purpose. In determining whether a drug meets
these two patent stipulations, the FDA may rely upon the certifica-
tions of the NDA holder. : s

If the FDA determines at any txme durmg the four year‘perxod
that an adequate supply of the drung will not be available, it may
make the approval of an ANDA effective before the expiration of

the four year period. The FDA may also make the approval of an

ANDA for such drug effecnve before the
‘holder of the NDA consents.

Wuhdrawal or suspension of lxsted drug’s appmval

Paragraph 6] J)rovndes that the approval of an ANDA is with-
drawn or suspended if approval of the listed version of the generic
drug has been withdrawn or suspended for safety or effectiveness
reasons as set forth in section 50§(ee) (1)-(4) of the FFDCA. The ap-
proval of an ANDA is also withdrawn or suspended if it refers to a
drug whose approval is withdrawn or suspended under section
505(])(5) of the E‘F'DCA In addition, the approval of an ANDA is
withdrawn or suspended if the FDA determines that the listed
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drug has been voluntarily withdrawn fr.
fectiveness concerns. R

Compmittee authorized the FDA
ness concerns weie one of the res
rawal of tiie drug from the marke
proval of an ANDA for a generi
ithdrawn or suspended. -
; NDA must be withdrawn or st
A riod as the a?roval of the drug to _
_.withdrawn or suspended. When the listed drug h;
ly withdrawn from the market and the FDA h
e isted drug was withdrawn due to
_ - sons, then the approval of the ANDA
_.such time as the FDA determines tha
/n from sale for safety or i

SR pn,. 8

flecti

. Within 60 days after enactment of this bill, Paragraph (6) re-
quires the FDA to publish and to make available a list of drugs eli-
gible for consideration in an ANDA. The list must i
cial and proprietary name of each drug that has |

¢ etir. and effectiveness prior to the date of enact
The list must be in alphabetical order. drug.
the

. after 1981, the list must includ oval of the dru
and the NDA number. Third, the list must specify whether in vitro
~or.in vivo bioequivalence studies, or both, are required for AND 's, -

At 30-day intervals, the FDA must update_the list to incluc
drugs that have been approved for safety and effecti-eness after
enactment of H.R. 3605 and drugs approved in ANDA’s under this
subsection. In addition, the FDA must integrate into the list patent
information submitted under sections 505 (b) and (c) of the FFDCA
as it becomes available. e

A drug apmed for safet{ and effectiveness under section 505(c)
or under subsection (j) shall be considered as published and thus
eligible for approval in an ANDA on the date of i
date of enactment, whichever is later. . ... .. . . o
~Paragraph (6XC) provides a drug may not be listed eligible for
consideration in an ANDA if the approval of the pioneer drug is
withdrawn or suspended for safety or effectiveness reasons as set
forth in section 505 (eX1)~(4) of the FFDCA or if g‘gt‘tpggl,qf the ge-
neric drug was withdrawn or suspended under Section 505(x5) of
the FFDCA. In addition, a drug may not be listed if the FDA deter-
mines that the drug has been voluntarily withdrawn from sale due
to safeti; or effectiveness concerns. If such a drug has glr,eady been
listed, then it must be immediately removed from the list. )
* The Committee recognizes that the maker of a listed drug might
withdraw it from the market without specifying the reason of with-
out articulating safety or effectiveness concerns. For this reason,
the Committee authorized the FDA to_examine whether safety or
effectiveness concerns were one of the reasons for the voluntary
withdrawal of the drugs from the market. If the FDA so finds, then
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the drug may not be listed. Persons adversely affected by this deci-
i under Title 5 of the United States =

e. O o
A drug maly not be listed as long as its approval is withdrawn or
the drug has been voluntarily withdrawn from the -

gion may seek judicial rev

suspended. 1

market, then the drug may not be

Register.

ailable at the site of dru

« 1en administer  molar dose of the thera-
peutic ingredient under similar ex

ered to be bicequivalent to a listed drug if the ‘extent of absorption
of the generic drug does not show a significant difference from the
extent of absorption of the listed drug when administered at the

same molar dose of the therapeutic ingredient under similar exper-

difference from the listed drug |

neric drug is intentional, is"t
-not essential to the attainm
tions on chronic use, and
thedrugte. ... ... 0.

imental conditions in either a singl

din t

Section 102

Section 102 of the bill requires that certain patent information

be filed with all new NDA's and with all NDA's previously filed
but not yet approved. Pending and future NDA’s may not be ap-

roved unless they contain_the appropriate patent information.
'Y'he FI]))A shall publish the patent information upon approval of
the NDA. - :

This section also requires that ..'éﬁy'previously approved NDA be

amended within 30 days of enactment of this bill to include certain

patent information, The, FDA shall g:blish the patent information
- upon its submission. An NDA may be revoked if the patent infor-

mation available is advisable and is not filed within 30 days after
receipt of a written notice from the FDA specifying the failure to
provide the patent information. = o :

The patent information to_be filed includes the patent number
and the expiration date of any patent which claims the drug in the
NDA or which claims a me&hong,:using such drug with respect to
which a claim of patent infringement could reasonably be asserted

1% See Definition of Bioavailshility, 21 C.F R, 320.140) (1982), ‘
' See Definition of Bioeqniyalenty Drug Products, 21 CF.R. 320.1te) (1982

 listed until the FDA determines
from sale for safety or effective-
the removal of any drug from the

ioavailability” means the rate
gredient or therapeutic ingred,l'en;g;_

lar experimental conditions in either a_
single dose or multaifle doses. A generic drug shall also be consid-"

e dose or multiple doses and the.

J of absorption of the ge-

' he proposed labeling, is. .
f eflective body drug concentra- - .
nsidered medically insignificant for
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